Clinical Trial Agreement

F. Hoffmann-La Roche Ltd, having a place of
business at Grenzacherstrasse 124, 4070 Basel,
Switzerland

(Hereinafter referred to as the ‘Sponsor’)

and

IQVIA RDS Czech Republic s.r.o

Pernerova 691/42

186 00 Praha 8

IC/ID no: 24768651

DIC/Tax ldentification no: CZ24768651 Czech
Republic

(Hereinafter referred to as the ‘IQVIA’)
and

Fakultni nemocnice Hradec Kralové, having a
place of business at Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kralové, Czech
Republic

Identification number: 00179906
Tax identification  number:
represented by MUDr. Ale§ Herman,
Director

CZ00179906,
PhD.,

(Hereinafter referred to as the ‘Institution’)

and

]
Address: |G
Czech Republic

Date of birth: | G-

(Hereinafter referred to as the “Principal

Investigator”)
Preamble:

The Sponsor shall be deemed within the meaning
of the term “submitter” of clinical evaluation
conformably with Act on Drugs No. 378/2007
Coll., as amended.

Business company IQVIA RDS Czech Republic
s.r.o shall be deemed within the meaning of term
“IQVIA” in conformity with Act on Drugs No.
378/2007 Coll., as amended and shall represent
the Sponsor within delegation given by the power
of attorney. IQVIA has been duly authorized by
the Sponsor to carry out certain obligations of the
Sponsor in the conduct of the Study, consistent

Smlouva o klinickém hodnoceni

F. Hoffmann-La Roche Ltd, se sidlem
Grenzacherstrasse 124, 4070 Basilej,
Svycarsko

(dale jen ,Zadavatel")
a

IQVIA RDS Czech Republic s.r.o

Pernerova 691/42

186 00 Praha 8

IC/ID no: 24768651

DIC/Tax Identification no: CZ24768651 Ceska
republika

(dale jen ,IQVIA)
a

Fakultni nemocnice Hradec Kralové, se sidlem
Sokolska 581, 500 05 Hradec Kralové — Novy
Hradec Kralové, Ceska republika Identifikagni
¢Gislo: 00179906

Danové identifikaéni ¢islo: CZ00179906,
zastoupené MUDr. AleSem Hermanem, Ph.D.,
feditelem

(dale jen ,Poskytovatel")

a

00000000 ]
Adresa: I

Ceska republika
Datum narozeni:

(dale jen ,Hlavni zkousejici®)

Preambule:

Vyraz Zadavatel je chapan ve smyslu vyrazu
.predkladatel” klinického hodnoceni v souladu se
zdkonem o lécivech &. 378/2007 Sb., ve znéni
pozdéjSich predpisu.

Obchodni spoleénost IQVIA RDS Czech
Republic s.r.o je chapana ve smyslu ,IQVIA®
podle zakona IéCivech €. 378/2007 Sb., v platném
znéni, a bude zastupovat Zadavatele vramci
povérfeni na zakladé plné moci. IQVIA je fadné
opravnéna Zadavatelem k plnéni jeho urcitych
zavazkG pfi  provadéni Studie v souladu
s podminkami  této  Smlouvy. Na zakladé
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with the terms of this Contract. In terms of an
independent contractual relation concluded
between IQVIA RDS Czech Republic s.r.o and
the Sponsor, IQVIA RDS Czech Republic s.r.o
shall be provider of financial resources destined
for execution of the Study that is subject of this
Contract.

Above-cited Contractual Parties have concluded
this

Contract

in accordance with the Act No. 89/2012 Coll., Civil
Code, and its later amendments.

I
Object and Purpose of the Contract

1. The subject of this Contract is a performance
of the Clinical Trial titled “A MULTICENTER,
SINGLE-ARM, OPEN-LABEL, EXTENSION,
ROLLOVER STUDY TO EVALUATE THE
LONG-TERM SAFETY AND EFFICACY OF
OCRELIZUMAB IN PATIENTS WITH
MULTIPLE SCLEROSIS,” Protocol No.
MN43964, hereinafter referred to as the
‘Study’.

2. The objective of this Contract is to stipulate
conditions for conducting the Study and to
stipulate rights and obligations of Contract
parties regarding conduct of the Study and
processing its results.

3. IQVIA and Sponsor hereby appoint the
Institution and Principal Investigator to
conduct the Study, and the Institution agrees
to ensure that the Institution and the
Institution’s employees, agents, and staff will
conduct the Study in accordance with the
Protocol (as may be amended by Sponsor),
the terms of this Contract and any other the
attachments  hereto, which all are
incorporated by reference herein (the
“Contract”), good clinical practice, and all
applicable laws and regulations.

L.
Application for Approval and Approval to
Conduct the Study

The Study will be conducted on the basis of the
Approval issued by the State Institute for Drug
Control and the Approval of the Ethics Committee
for Multicentrics Trials and the Approval of the
Ethics Committee of the Institution. The above-

nezavislého smluvniho vztahu uzavieného mezi
spole¢nosti IQVIA RDS Czech Republic s.r.o a
Zadavatelem bude spole¢nost IQVIA RDS
Czech  Republic s.r.o poskytovatelem
finanénich zdroju uréenych k provadéni Studie,
ktera je pfedmétem této Smiouvy.

VySe uvedené smluvni strany uzavrely tuto

Smlouvu

podle zédkona €. 89/2012 Sb., obCansky zakonik,
ve znéni pozdéjsich predpisu.

.
Predmétem a ucel Smiouvy

1. Pfedmétem této Smlouvy je provedeni
klinického hodnoceni: ,MULTICENTRICKA,
JEDNOOBOROVA, QTEVRENA,
PRODLOUZENA, OPAKOVACI STUDIE S

CILEM  ZHODNOTIT DLOUHODOBOU
BEZPECNOST A UCINNOST
OCRELIZUMABU U PACIENTU S

ROZTROUSENOU SKLEROZOU.*, Protokol
&. MN43964 (dale jen ,Studie®).

2. Ugelem této Smlouvy je stanovit podminky
provadéni Studie a prava a povinnosti
smluvnich stran ve vztahu k jejimu provadéni
a ke zpracovani vysledk.

3. IQVIA a Zadavatel timto ustanovuji
Poskytovatele a Hlavniho zkouSejiciho
k provedeni Studie a Poskytovatel se
zavazuje zajistit, aby on sam a jeho
zaméstnanci, zastupci a pracovnici provedli
Studii v souladu s Protokolem (ve znéni
zmén a doplrikd provedenych Zadavatelem),
podminkami  této  Smlouvy, vcetné
pfipadnych dalSich pfiloh, které jsou zde
vSechny  zaclenény  formou  odkazu
(,Smlouva®), spravnou klinickou praxi a
veskerymi platnymi zakonnymi a
podzakonnymi pfedpisy.

L.
Zadost o souhlas a souhlas a provadénim
Studie

Studie bude provedena v souladu s povolenim
vydanym Statnim Ustavem pro kontrolu 1éCiv, se
souhlasem Etické komise pro multicentricka
klinicka hodnoceni a se souhlasem etické komise
Poskytovatele .... Shora uvedena dokumentace
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specified documents will be enclosed hereto as
Appendix No.1, Appendix No. 2, and Appendix
No. 3 of this Contract.

.
Place and Time of Study Conduct and the
Institution

1. The Study will be conducted in the
Neurologickd klinika Fakultni nemocnice
Hradec Kralové, led by Principal Investigator

and
Co-Investigators. Performance of obligations
of the Principal Investigator and Co-
Investigators established by this Contract
shall be secured by the Institution in capacity
of their employer within the labour law
relations.

2. The enrolment of subjects will start in [l
B and will end i o
earlier provided the required number of
subjects is achieved, whichever happens
first.

3. The estimated Study duration is from [l
B il and is subject to
change in accordance with the Sponsor and
Protocol requirements.

4. The expected number of Study Subject
enrolled is , Institution will
reach the expected number of Study within a
reasonable time after commencement of the
Study in the Institution. If Institution fails to
adhere to this principle Sponsor may
reconsider Institution’s suitability to continue
participation in the Study.

5. In accordance with Institution’s internal
policy, Sponsor/IQVIA hereby acknowledge
that they will not enter into any other
agreement with the Principal Investigator or
any other employee of the Institution in
relation to this Study.

Sponsor has a right to limit or increase
unilaterally and at any time the number of
subjects participating in the Study.

Iv.
Basic conditions for Study Conduct

1. The Principal Investigator will conduct the
Study in compliance with the applicable
Czech laws and regulations, in particular Act

bude k této Smlouvé pfipojena jako jeji Pfiloha &.
1,2a3.

Il
Misto a doba provadéni Studie a Poskytovatel

1. Studie bude provddéna na Neurologické
klinice Fakultni nemocnice Hradec Krélové,
Hlavnim zkouSejicim prof.

a spoluzkous$ejicimi.
PInéni povinnosti Hlavniho zkousejiciho a
spoluzkousejicich stanovené v této Smlouvé
bude zajisténo Poskytovateli jako jejich
zaméstnavatelem v ramci pracovné pravnich
vztah(.

2. Naébor subjektl do Studie bude zahajen

a ukoncen nebo

dfive, bude-li dosazeno pozadovaného poctu

subjektd, podle toho, ktery z téchto okamzikt
nastane dfive.

3. Predpokladana doba trvani Studie je od

do , pfi¢emz tato doba

muze byt pfedmétem zmény na zakladé

pozadavku Zadavatele a v souladu s
podminkami Protokolu.

4. Predpokladany pocet zatazenych [ R
. Poskytovatel vynalozi maximalni
usili na dosazeni predpokladaného poctu
Subjektl v pfiméfené |haté po zahjeni
Studie u Poskytovatele. Pokud Poskytovatel
nedodrzi tuto zasadu, je Zadavatel opravnén
znovu zvazit vhodnost Poskytovatele pro
dalsi uc¢ast ve Studii.

5. V souladu s internimi pravidly Poskytovatele,
Zadavatel/IQVIA timto potvrzuji, ze v
souvislosti stouto Studii neuzaviou s
Hlavnim zkousSejicim ani jinym
zaméstnancem Poskytovatele zadnou jinou
smlouvu

Zadavatel ma pravo kdykoli jednostranné
omezit nebo zvysit pocet subjektld ve studii.

Iv.
Zakladni podminky provadéni Studie

1. Hlavni zkouSejici bude provadét Studii
v souladu s pfisluSnymi ceskymi pravnimi
predpisy zejména se zakonem o |é€ivech &.
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on Drugs No. 378/2007 Coll., as amended
and Act No. 372/2011 Coll., on Medical
Services and terms and conditions of
performance of such services, Act No.
110/2019 Coll., on Personal Data
Processing, Decree No. 226/2008 Coll., on
Good Clinical Practice, as amended and in
accordance with Regulation (EU) No
536/2014 of the European Parliament and of
the Council of 16 April 2014 on clinical trials
on medicinal products for human use. The
Study will be carried out in compliance with
the basic conditions and principles stipulated
in the following documents:

a) The Approval to conduct the Study
issued by the State Institute for Drug
Control and other institutions listed in
Article Il. hereof.

b) The Study Protocol No. MN43964, which
may be amended only in compliance
with Regulation (EU) No 536/2014 of the
European Parliament and of the Council.

c) Sponsor’s instruction titled ‘Investigator’s
Brochure’ specifying all  currently
available information on the medicinal
product used in the Study and on its
properties. The instruction will be handed
over to the Principal Investigator by
Sponsor and will be enclosed to the
Study documentation.

Principal Investigator is responsible for the
conduct of the Study at Institution and for
supervising any individual or party to whom
the Investigator delegates Study-related
duties and functions. If the Investigator and
Institution retain the services of any individual
or party to perform Study-related duties and
functions, the Institution and Investigator shall
ensure this individual or party is qualified to
perform those Study-related duties and
functions and shall implement procedures to
ensure the integrity of the Study-related
duties and functions performed and any data
generated.

2. The Study will be conducted in compliance
with the applicable laws on data protection,
including the Regulation (EU) 2016/679 of
the European Parliament and of the Council
(General Data Protection Regulation) and
Act No. 110/2019 Coll., on the processing

378/2007 Sb., ve znéni pozdé;jSich predpisu,
a zakonem €. 372/2011 Sb., o zdravotnickych
sluzbach a podminkach jejich poskytovani,
zakonem ¢. 110/2019 Sb., o zpracovani
osobnich Gdaja, vyhlaskou ¢. 226/2008 Sb.,
o spravné klinické praxi ve znéni pozdéjSich
predpisli, a také vsouladu s Nafizenim
Evropského parlamentu aRady (EU)
¢.536/2014 ze dne 16. dubna 2014
o klinickych hodnocenich humannich
léCivych pripravkd. Studie bude provadéna
vsouladu se zakladnimi podminkami a
zasadami stanovenymi v téchto
dokumentech:

a) povoleni k provedeni Studie vydané
Statnim dstavem pro kontrolu [éCiv a
ostatnimi institucemi uvedenymi v ¢lanku
. této Smlouvy,

b) Protokol Studie ¢ MN43964, ktery lze
ménit a doplhovat pouze v souladu
s Nafizenim Evropského parlamentu
a Rady (EU) ¢. 536/2014,

c) pokyn Zadavatele nazvany
.Investigator’'s Brochure®, v némz jsou
specifikovany vSechny v sou¢asné dobé
dostupné informace o 1é¢ivu pouzivaném
ve Studii a o jeho vlastnostech. Tento
pokyn bude pfedan Zadavatelem
Hlavnimu zkouSejicimu a bude zafazen
do dokumentace Studie.

Hlavni zkouS$ejici je odpovédny za provadéni
studie v misté Poskytovatele a za dohled nad
v8emi osobami nebo stranami, na které
Hlavni zkouSejici deleguje povinnosti a
funkce souvisejici se Studii. Pokud Hlavni
zkouSejici a Poskytovatel vyuziji sluzeb
jakékoli osoby nebo strany pro plnéni
povinnosti a funkci souvisejicich se Studii,
Poskytovatel a Hlavni zkouSejici zajisti, aby
tato osoba nebo strana byla kvalifikovana pro
plnéni téchto povinnosti a funkci souvisejicich
se Studii, a zavedou postupy, které zajisti
integritu  plnénych povinnosti a funkci
souvisejicich se Studii a veSkerych ziskanych
adajh.

Studie bude provadéna v souladu
s prisluSnymi pravnimi pfedpisy o ochrané
Udaji, vcetné Nafizeni  Evropského
parlamentu a Rady (EU) & 2016/679 o
ochrané osobnich Gdaji (GDPR) a zédkona €.
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\'

of personal data.

The Documents listed in Article V.,
paragraph 1., letter b) and c) shall be
considered confidential, with the
information regarding their respective
contents disclosed solely to the employees
of the Institution authorized or assigned in
accordance with Article Ill., paragraph 1.
hereof, and to the authorities and
institutions listed in Article VI., paragraph 3.

Selection of Study Subjects and Obtaining
Their Consent

110/2019 Sb.,
0 zpracovani osobnich udaja.

3. Dokumenty uvedené v ¢&lanku IV., odst. 1.,
pism. b) a c) se povazuji za duvérné a
informace o jejich obsahu mohou byt
zpristupnény pouze zameéstnancim
Poskytovatele, ktefi maji opravnéni nebo
povéreni v souladu s €ldnkem llI., odst. 1 této
Smlouvy a Ufadim a institucim, jejich vycet je
uveden v ¢lanku VI., odst. 3.

V.
Nabor subjekti Studie a ziskani jejich
souhlasu

1. Subjects may not to be enrolled in the Study
unless they are adequately informed and
have signed the Informed Consent and the
Informed Consent Form Addendum: Consent
to Use and Share Health and Personal
Information. The Informed Consent should
be obtained in compliance with legal
regulations, ethical principles, and good
clinical practice. Any modifications to the
Informed Consent must be approved by
IQVIA or Sponsor prior to its use, such
approval not to be unreasonably withheld.
With regard to this:

a) Sponsor declares that the Principal
Investigator has been given the Patient
Information and Informed Consent form,
including the above-mentioned
Addendum.

b) If the subject consents to his/her
participation in the Study, the Principal
Investigator will ask him/her to sign the
Informed  Consent  form before
performing any Study tests or
examinations.

2. Signed Informed Consents, including the
above-mentioned Addendum, will be filed in
the Principal Investigator’s Study
documentation.

3. If the Sponsor finds out in course of the Study
that a subject enrolled in the Study has been
enrolled in contravention with the Protocol,
he may exclude such subject from the Study.

Subjekty Studie do ni mohou byt zafazeny
vyhradné tehdy, kdyz byly nalezité
informovany a kdyz podepsaly Informovany
souhlas a Dodatek k Informovanému
souhlasu: Souhlas s pouzivanim a sdilenim
zdravotnich a osobnich adaji. Informovany
souhlas musi byt ziskan v souladu se vSemi
pravnimi predpisy, etickymi zasadami a
spravnou klinickou praxi. Veskeré Upravy
Informovaného souhlasu musi prfed jejich
uplatnénim schvalit IQVIA nebo Zadavatel,
pficemz tento souhlas nesmi byt bezdivodné
odpiran. S pfihlédnutim k tomu:

a) Zadavatel prohlasuje, ze Hlavnimu
zkou$ejicimu byl predan formularf
Zaznamu Udaju o pacientovi a formular
Informovaného souhlasu, vé. vyse
uvedeného Dodatku.

b) Bude-li subjekt souhlasit se svou U&asti
ve Studii, pozada ho Hlavni zkousejici
jesté pred zahdajenim jakychkoli testl a
vySetfeni vramci Studie o podpis
Informovaného souhlasu.

Podepsané Informované souhlasy budou

zalozeny do  dokumentace  Hlavniho

zkousejiciho ke Studii v€. vySe uvedeného
Dodatku.

Jestlize Zadavatel v pribéhu Studie zjisti, ze
néjaky subjekt zafazeny do Studie do ni byl
zafazen vrozporu s Protokolem, muze
takovy subjekt vyradit ze Studie.
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4. In compliance with the applicable Czech
laws, including the General Data Protection
Regulation (EU) 2016/679 of the European
Parliament and of the Council (GDPR), the
Parties of this Agreement are obliged to
protect the confidentiality of personal data of
the study subjects both in the course of the
Study and after its close-out.

VL.
Monitoring and Auditing the Study

1. The course and conduct of the Study will be
coordinated, monitored, and audited by
expert groups or by persons authorised by
Sponsor. The Institution and the Principal
Investigator will provide them with the access
to all information gathered in the course of
the Study, results of laboratory tests and
examinations as well as other information on
the subjects enrolled in the Study, in
accordance with the approved Informed
Consent and applicable legislation of the
Czech Republic.

2. The course of the Study and its results may
be audited by Sponsor or Sponsor’s auditors.
This provision will not intervene with the rights
of the authorised representatives of the
appropriate authorities of the Czech Republic
and foreign regulatory authorities to perform
their own audits.

3. Subjects will be informed in compliance with
Article V., paragraph 1. hereof, and of the fact
that the information gathered on them in the
course of the Study may be presented to and
used by the appropriate authorities of the
Czech Republic for the purpose of inspection
and by foreign regulatory authorities.

VII.
Other Provisions

1. Sponsor will provide the Institution with Case
Report Forms (CRF).

2. The Investigational medication (hereinafter
referred to as the “Investigational Product”) as
well as other materials specified in the Study
Protocol (Article 1V., paragraph 1., letter b) of
the Contract) provided by Sponsor will be
used by the Principal Investigator solely for
the purpose of Study conduct. The Principal
Investigator and the Institution will return all

4. Smluvni strany jsou v souladu s pfisluSnymi

VL.

pravnimi  pfedpisy, vcetné  Nafizeni
Evropského parlamentu a Rady (EU) ¢&.
2016/679 o ochrané osobnich udaji (GDPR),
povinny chranit davérnou povahu osobnich
Udaji subjektd Studie, a to jak vjejim
prabéhu, tak i po jejim ukonceni.

Monitorovani a audit Studie

1.

VIl.

Pribéh a provadéni Studie bude
koordinovano, monitorovdno a ovéfovano
skupinami  odborniki  nebo  osobami
povéfenymi Zadavatelem. Poskytovatel a
Hlavni zkouS$ejici umozni témto osobam
pFistup ke vSem informacim shromazdénym
v pribéhu Studie, k vysledkdm laboratornich
testl a vySetfeni a také k jinym informacim o
subjektech zafazenych do Studie, v souladu
se schvalenym Informovanym souhlasem a
platnou legislativou Ceské republiky,

Pribéh a vysledky Studie mohou byt
ovéfovany Zadavatelem nebo jeho auditory.
Toto ustanoveni se nedotykd prav
opravnénych zastupcu pfisluSnych organa
vCeské  republice a  zahraniénich
regulacénich organl provadét vlastni audit.

Subjekty  Studie  budou informovany
v souladu s ¢lankem V., odst. 1. této Smlouvy
a o tom, ze informace, které o nich budou
shromazdény v prabéhu Studie, mohou byt
predlozeny pfislusnym organim Ceské
republiky a zahrani¢nim regulacnim organdm
a mohou byt jimi pouzity ke kontrole.

Ostatni ustanoveni

1. Zadavatel poskytne Poskytovateli formulare

pro zaznam Udaju o subjektech hodnoceni -
Case Report Forms (CRF).

Hodnoceny |éCivy pripravek (dale jen
,Hodnocené Iéc¢ivo“) a dalSi materialy
uvedené v Protokolu Studie (Clanek IV., odst.
1., pism. b) Smlouvy), které poskytne
Zadavatel, budou pouzivany Hlavnim
zkouS$ejicim vyhradné za Gcelem provadéni
Studie. Hlavni zkouSejici a Poskytovatel vrati
vS8echny nepouzité materialy Zadavateli nebo
je podle jeho pokynu zniéi.
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unused material to Sponsor or destroy the
same according to Sponsor instructions.

The Investigational Product shall be supplied
to the pharmacy no. 20 of the Institution,
always duly packed in packaging designated
for the Investigational Product and labelled in
compliance with Sec. 19 par. 1 e) of Decree
No. 226/2008 Coll., on Good Clinical Practice.
Delivery of the Product shall be done from
Monday to Friday between 7 AM and 2 PM.

If applicable and if any source data are kept
on legally permissible computer files only,
Institution shall make print-outs of all such
data relevant to the Study for the purpose of
source data verification, and shall have them
signed, dated and retained as source
documents.

3. The Principal Investigator and the Institution
shall be jointly responsible for maintaining
essential Study documents in the manner
specified by current good clinical practice
(“GCP”) guidelines and Sponsor requirement
for twenty five (25) years after the completion
of the Study or such longer period as
specified by current GCP guidelines and
applicable laws, free of charge for the period
of first 5 years and for the remaining 20 years
period for the archiving fee stipulated in
Attachment A. In addition, Institution shall
take measures to prevent accidental or
premature destruction of these documents.
In compliance with Sponsor's obligations
under ICH GCP, Sponsor shall notify Site six
(6) months prior to the expiration of the
retention period of twenty-five (25) years in
writing if the Medical Records and Study Data
are no longer needed before the completion
of the minimum retention period agreed
herewith. Should Sponsor not require further
retention of the Study Data, the Institution
shall be entitled to destroy them. Otherwise
the Sponsor shall reimburse the Institution for
further storage in a reasonable amount given
the current prices at the time of request.

The Institution shall immediately notify IQVIA
of, and provide IQVIA copies of, any inquiries,
correspondence, or communications to or
from any governmental or regulatory authority
relating to the Study, including, but not limited
to, requests for inspection of the Institution’s
facilities, and the Institution shall permit IQVIA
and Sponsor to attend any such inspections.

Hodnocené Iécivo bude dodano bezplatné do
nemocni¢ni lékarny ¢. 20 Poskytovatele vzdy
v fadné zabalenych obalech a oznacené
v souladu s ustanovenim paragrafu 19 odst. 1
pism. e) vyhlasky ¢. 226/2008 Sb., o spravné
klinické  praxi. Dodavky se  budou
uskutecniovat v Po-Pa od 7.00 h do 14.00h.

Je-li aplikovatelné a budou-li jakakoli zdrojova
data uchovavana pouze v pocitacovych
souborech jenz jsou validované v souladu se
znénim  zakona, vytiskne Poskytovatel
vSechna tato data, ktera se tykaji Studie, pro
Ucely oveéreni zdrojovych dat a necha si je
podepsat a opatfit datem a bude je uchovavat
jako zdrojové dokumenty.

Hlavni  zkou$ejici bude spoleéné s
Poskytovatelem odpovédny za uchovavani
zakladnich dokument( ke Studii zpisobem
stanovenym aktualné platnymi pravidly
spravné  klinické praxe (,GCP®) a
s pfislusnymi pravnimi pfedpisy po dvacet pét
(25) let po dokonéeni Studie nebo po delsi
dobu stanovenou aktualné platnymi GCP a
pFislusnymi pravnimi predpisy, a to bezplatné
po dobu prvnich 5 let a na zbylych 20 let za
archivacni poplatek uvedeny v pfiloze A.
Kromé toho Poskytovatel pfijme opatfeni
k zabranéni nahodnému ¢&i predcasnému
zniceni téchto dokumenta.

V souladu s povinnostmi zadavatele podle
ICH GCP bude zadavatel v predstihu Sesti (6)
mésicl od konce zpoplatnéné archivace
pisemné informovat misto  provadéni
klinického hodnoceni otom, Ze zdravotni
zdznamy astudijni data addaje nejsou
potfebné, uz pfed uplynutim minimalni doby
uchovavani Gdajd dohodnuté v této smlouvé.
Pokud nebude =zadavatelem pozadovano
dokumenty dale uchovévat, bude je
poskytovatel opravnén zlikvidovat. V opacném
pfipadé bude zadavatelem uhrazena dalsi
archivace za cenu obvyklou v dobé vzneseni
pozadavku.

Poskytovatel neprodlené vyrozumi IQVIA a
preda ji kopie vSech dotazu, korespondence
nebo sdéleni ke Studii obdrzenych od statnich
nebo regulacnich organd (nebo jim
adresované), zejména zadosti o provedeni
kontroly prostor a vybaveni v misté
Poskytovatele a Poskytovatel dovoli IQVIA a
Zadavateli se téchto kontrol uUCastnit.
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The Institution will make reasonable efforts to
separate, and not disclose, all confidential
materials that are not required to be disclosed
during such inspections. Institution and
Principal Investigator each represents and
warrants that there are no pending for-cause
regulatory audits, investigations or
proceedings involving Institution, Principal
Investigator, or any of their employees or
agents performing Study activities which
relate to compliance with laws regarding the
conduct of any clinical research.

The Institution represents and warrants that
neither it, nor any of its employees, agents or
other persons performing the Study under its
direction, has been debarred, disqualified, or
banned from conducting clinical trials or is
under investigation by any regulatory authority
for debarment or any similar regulatory action
in any country, and the Institution shall notify
IQVIA immediately if any such investigation,
disqualification, debarment, or ban occurs.

4. The shipment of dangerous goods and
infectious materials (including infectious
subject specimens) will comply with all
applicable laws. The Institution will be
responsible for ensuring that each individual
who packages or handles any dangerous
goods or infectious materials will comply with
all applicable regulations.

5. Institution and Principal Investigator agree that
the compensation they receive from this
Contract does not exceed the fair market
value of the services they are providing, and
that no payments are being provided to them
for the purpose of inducing them to purchase
or prescribe any drugs, devices or products.
Institution agrees that it will not bill any patient,
insurer, or governmental agency or any other
third party for any items, visits, services, or
expenses provided or paid for by IQVIA or
Sponsor.

Institution and Principal Investigator represent
and warrant that neither they nor any
individual or entity acting on their behalf, nor
any payee under this Contract, will, directly or

Poskytovatel  vynalozi  pfiméfené  Usili
k oddéleni a nepfedlozeni téch materiall
divérné povahy, které béhem téchto
kontrolnich navstév neni tfeba predkladat.
Poskytovatel a Hlavni zkouSejici, a to kazdy
zvlast, prohlasuji a ujistuji, ze neexistuji
zadné audity provaddéné regulacnimi organy
s uvedenim ddvodu, Zzadna vySetfovani ani
fizeni, ktera se tykaji Poskytovatele, Hlavniho
zkouSejiciho  nebo  kteréhokoli  z jejich
zameéstnancl nebo zastupcu Cinnych v ramci
Studie, jez souvisi s dodrzovanim pravnich
predpisi o vedeni jakéhokoli klinického
vyzkumu.

Poskytovatel prohlasuje a ujistuje, Ze on sam
(ani nikdo z jeho zaméstnanctli, zastupcl di
jinych osob zapojenych do Studie pod jeho
vedenim)  nebyl zbaven  pfislu§ného
opravnéni, nebyl mu zakdzan vykon ¢innosti,
ani mu nebylo zakdzano provadéni klinickych
hodnoceni, ani neni vySetfovan regulaénim
organem ohledné zakazu vykonu &innosti, ani
viéi nému neni vedeno jiné fizeni u
regulaéniho organu v jakékoli zemi, a
Poskytovatel je  povinen neprodlené
vyrozumét IQVIA v pfipadé, Ze dojde
k takovému vySetfovani, zakazu vykonu
¢innosti ¢i k odnéti opravnéni k provadéni
klinického hodnoceni.

. Zasilani nebezpecného zbozi a infekcnich

material( (v€etné infek&nich vzorkd subjektl
hodnoceni) se Fidi v&emi pfisluSnymi pravnimi
predpisy. Poskytovatel zajisti, aby kazda
osoba zabyvajici se balenim nebezpe&ného
zbozi nebo infekéniho materidlu nebo
manipulaci s nimi jednala v souladu se vSemi
platnymi pfedpisy.

. Poskytovatel a Hlavni zkouSejici souhlasi

s tim, Ze nahrada, kterou dostavaji podle této
Smlouvy, neni vy$si nez realna trzni hodnota
sluzeb, které poskytuji a ze jim nejsou
poskytovany zadné platby, které je maji
pfimét, aby nakupovali nebo predepisovali
jakékoli |1éCiva, zdravotnické prostifedky nebo
vyrobky. Poskytovatel se zavazuje, Ze nebude
zadnému pacientovi, pojistiteli nebo statnimu
organu Uctovat zadné polozky, navstévy,
sluzby nebo vydaje poskytnuté nebo hrazené
IQVIA nebo Zadavatelem.

Poskytovatel a Hlavni zkouSejici prohlasuji a
ujistuji, Ze oni ani Zadna fyzicka ani pravnicka
osoba jednajici jejich jménem pfimo Ci
nepfimo nenabidne ani nezaplati, nepovoli
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indirectly, offer or pay, or authorize an offer or
payment of, any money or anything of value to
any Public Official (defined below) or public
entity, with the knowledge or intent that the
payment, promise or gift, in whole or in part,
will be made in order to influence an official act
or decision that will assist IQVIA, Sponsor or
the Institution in securing an improper
advantage or in obtaining or retaining
business or in directing business to any
person or entity.

In addition to other rights or remedies under
this Contract or at law, Sponsor and/or IQVIA
may terminate this Contract if Institution
breaches any of the representations or
warranties contained in this Section or if IQVIA
or Sponsor learns that improper payments are
being or have been made to Public Officials by
Institution or any individual or entity acting on
its behalf.

For the purposes of this Contract, “Public
Official” means any officer or employee of a
government, a public international
organization or any department or agency
thereof, or any person acting in an official
capacity, including, for a public agency or
enterprise; and any political party or party
official, or any candidate for public office.

VIII.
Serious Adverse Events in the Course of the
Study

Principal Investigator agrees to report any
serious adverse events (SAEs) as required by
law, regulation, and the protocol. Within 24
hours (or such other time as specified in the
protocol) of first knowledge of any sae or any
event that could affect the safety of the study
participants, Principal Investigator will notify
IQVIA/sponsor directly in the rave eCRF. If the
rave eCREF is offline or not accessible, then the
Institution and the Principal Investigator must
complete paper SAE/non serious aesi
reporting forms and send to

nabidku ani Uhradu penéz ani poskytnuti
jakékoli majetkové hodnoty z&stupci verejné
moci (ve smyslu nize uvedené definice) Ci
vefejnému subjektu, a to svédomim d&i
umyslem, ze takova Uhrada, platba, slib ¢i dar
by zcasti nebo zcela mély ovlivnit jakykoli
Uredni postup €i rozhodnuti, které napomohou
IQVIA, Zadavateli nebo Poskytovateli
k ziskani neopravnéné vyhody ¢&i k ziskani
popf. udrzeni obchodni pfilezitosti i
k zajisténi  poskytnuti takové obchodni
prilezitosti jakékoli jiné osobé ¢&i subjektu.

Vedle ostatnich prav &i pravnich prostredki
napravy upravenych touto Smlouvou nebo
zadkonem jsou Zadavatel a/nebo IQVIA
opravnéni okamzité ukoncit platnost této
Smlouvy, pokud Poskytovatel porusi kterakoli
ze svych prohlaSeni nebo  ujisténi
poskytnutych v tomto ¢lanku, nebo v pfipadé,
ze IQVIA nebo Zadavatel zjisti, Ze ze strany
Poskytovatele ¢i jakékoli osoby &i subjektu
jednajiciho jeho jménem, jsou ¢&i byla
poskytovana neopravnéna plnéni zastupcum
vefejné moci.

Pro Ucely této Smlouvy, pojem ,zastupce
verejné moci“ znamena jakéhokoli Ufednika €i
zaméstnance statniho (fadu, mezinarodni
organizace vefejného typu ¢&i jakékoli sekce,
oddéleni, organu ¢i pobocky téchto instituci,
nebo jakoukoli osobu jednajici z moci Ufedni,
véetné osob jednajicich ve prospéch jakékoli
vefejné organizace ¢i podniku; a dale jakoukoli
politickou stranu ¢i zastupce politické strany, Ci
jakéhokoli kandidata ¢&i uchazee o vykon
funkce vefejné moci.

VIIL
Zavazné nezadouci prihody v prabéhu Studie

Hlavni zkouSejici se zavazuje, ze bude
nahlaSovat veSkeré zavazné nezadouci
prihody (serious adverse events — SAE)
v souladu s pravnimi predpisy a s protokolem
do 24 hodin (nebo v jiné [haté stanovené v
protokolu) okamzité poté, co se poprvé dozvi o
jakémkoli SAE nebo jiné udalosti, ktera by
mohla ohrozit bezpeénost Gc€astnikG studie.
Hlavni  zkou$ejici o tom  vyrozumi
IQVIA/Zadavatele pfimo v rave eCRF. Pokud je
rave eCRF offline nebo nepfistupny, potom
musi Poskytovatel a Hlavni zkouS$ejici vyplnit
papirové SAE formulére / formulare pro hlaseni
nezdvaznych nezadoucich pfihod a odeslat je
na adresu
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IX.
Responsibility for Subject Injury

1. The Sponsor hereto acknowledges, that in
accordance with § 58 par. 2 Act on Drugs No.
378/2007 Coll., as amended, contract
insurance of liability for damage for the
Principal Investigator and the Sponsor has
been ensured. This policy also duly covers
compensable death of subject or
compensation of the subject in case of injury
resulting from and sustained in course of
performance of the Study. A copy of the
Certificate of Insurance is enclosed hereto as
Appendix No. 4.

2. IQVIA hereto expressly disclaims any liability
in connection with the Investigational
Product, including any liability for any product
claim arising out of a condition caused by or
allegedly caused by the administration of
such product except to the extent that such
liability is caused by the negligence, willful
misconduct or breach of this Contract by
IQVIA.

Neither IQVIA nor Sponsor will be
responsible for, and the Institution agrees,
to the extent allowed by law, to indemnify
and hold them harmless from, any loss,
claim, cost (including reasonable attorney
fees) or demand arising from any injuries or
damages resulting from the Institution’s
negligence, failure to adhere to the Protocol,
failure to obtain informed consent,
unauthorized warranties, breach of this
Contract, breach of applicable law or
regulation or willful misconduct.

3. The Institution shall promptly notify IQVIA
and Sponsor in writing of any claim of iliness,
injury or damage actually or allegedly arising
from the conduct of the Study. Sponsor shall
have the right to control the defence of any
such claims and the Institution shall
cooperate fully with Sponsor in handling such
claims.

Sponsor agrees to indemnify and hold
harmless the Institution and Principal
Investigator from any third party claims of
illness, injury or damage including death,
directly arising out of the conduct of the Study
in accordance with the Protocol, except to the

IX.

Odpovédnost za ujmu na zdravi subjektu
Studie

1.

Zadavatel timto prohlaSuje a ujistuje, ze
uzavfel za sebe a za Hlavniho zkousejiciho
pojisténi odpovédnosti za Skodu zpudsobenou
klinickym hodnocenim v souladu
s ustanovenimi § 58 odst. 2 zakona o léCivech
¢. 378/2007 sb., vplatném znéni. Toto
pojisténi rovnéz radné kryje umrti subjektu
Studie v dlsledku Gjmy na zdravi vyplyvajici
nebo zplsobené béhem provadéni Studie,
které Ize hradit z pojisténi. Kopie pojistného
certifikatu tvofi Pfilohu €. 4 této Smlouvy.

IQVIA timto vyslovné odmitqd jakoukoli
odpovédnost v souvislosti s hodnocenym
produktem, v€etné odpovédnosti za naroky
spojené stimto produktem, jehoz podani
zpUsobilo nebo mélo zpusobit vznikly stav,
ledaze je tato odpovédnost zplsobena
nedbalosti, umysIné protipravnim jednanim
nebo porusenim této Smlouvy ze strany
IQVIA.

IQVIA ani Zadavatel neodpovida (a
Poskytovatel se je v rozsahu pfFipustném ze
zakona zavazuje odSkodnit a prevzit za né
odpovédnost) za jakoukoli ztratu, narok,
naklady (vCetné nakladd pravniho
zastoupeni v pfiméfené vysi) ani za
pozadavek z titulu jakékoli Ujmy na zdravi €i
Skody plynouci z nedbalosti ¢i nedodrzeni
Protokolu, neopatfeni si Informovaného
souhlasu, neopravnénych ujisténi, poruseni
této Smlouvy, poruseni pfislusnych pravnich
predpist nebo UmysIné protipravniho jednani
ze strany Poskytovatele.

Poskytovatel je povinen neprodlené pisemné
vyrozumét IQVIA a Zadavatele o jakémkoli
naroku vztahujicimu se k onemocnéni nebo
Ujmé na zdravi, k nimz do$lo nebo mélo dojit
v souvislosti s provadénim Studie. Zadavatel
ma pravo dohlizet na obhajobu proti
jakymkoli takovym narok(im a Poskytovatel je
povinen plné spolupracovat se Zadavatelem
pfi jednanich o vypofradani takovych naroka.

Zadavatel odSkodni  Poskytovatele a
Hlavniho zkouS$ejiciho a pfevezme za né
odpovédnost ve vztahu k jakymkoli narokdm
tfeti osoby vztahujicim se k onemocnéni,
Ujmé na zdravi vC€etné smrti nebo Skodé,
vyplyvajici  pfimo  z provddéni  Studie
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extent any such illness, injury or damage is
caused by the Institution or Principal
Investigator’s negligence, misconduct, failure
to follow the Protocol or breach of applicable
law or regulation.

4. The Institution has statutory insurance for the
routine provision of care pursuant to Section
45(2)(n) of the Health Services Act, with the
understanding that the Investigator is covered by
such insurance.

X.
Protection of
Personal Data

Confidential Information.

1. For the purpose hereof, all the information
provided by Sponsor with regard to the
Study or the Study documentation
(comprising in particular the information on
the structure, composition, ingredients,
formulas, know-how, technologies and
processes) as well as any other information
relating to the Study or its progress will be
deemed confidential. The Institution and the
Principal Investigator will not disclose the
confidential information to third parties,
except persons involved in the Study and
who need to know the information in question,
and will take all such steps as shall from time
to time be necessary to ensure compliance by
its employees, agents and sub-contractors
with the provisions of this Article. The
confidential information are component part
of a business secret of the Sponsor and/or
are subject of rights to intellectual property
of the Sponsor and will remain secret and
kept by the Institution and the Principal
Investigator in a place dedicated for
information of that character unless the
Institution or the Principal Investigator prove
that the information is accessible to the
general public. These confidentiality
obligations shall continue until ten (10) years
after completion of the Study, but shall not
apply to Confidential Information to the
extent that it: a) is or becomes publicly
available through no fault of the
Institution/Principal  Investigator; b) is
disclosed to the Institution/Principal
Investigator by a third party not subject to
any obligation of confidence; ¢) must be
disclosed to ECs, or applicable regulatory
authorities; d) must be included in any
subject’s informed consent form; e) is

v souladu s Protokolem, ledaze je takové
onemocnéni, Ujma na zdravi nebo Skoda

zplUsobena nedbalosti, umysinym
protipravnim jednanim, nedodrzenim
Protokolu nebo porusenim pfisluSnych

pravnich predpist ze strany Poskytovatele
nebo Hlavniho zkousejiciho.

Poskytovatel m& uzaviené zdkonné pojisténi na
bézné poskytovani péce dle § 45 odst. 2 pism. n)
zakona o zdravotnich sluzbach, s tim, ze timto
pojisténim je kryt i zkousSejici.

X.
Ochrana
Osobni udaje

davérnych informaci.

1. VeSkeré informace a Udaje poskytnuté
Zadavatelem ve vztahu ke Studii nebo k
dokumentaci ke Studii (zejména Udaje o
struktufe, slozeni, pfisadach, receptech,
know-how, technologiich a procesech) a
zaroven i veskeré jiné informace souvisejici
se Studii a s jejim postupem se povazuji za
davérné. Poskytovatel a Hlavni zkouSejici
nesmi zpfistupnovat divérné Gdaje tretim
osobam s vyjimkou osob zapojenych do
provadéni Studie, a to pouze tém, ktefi je
potfebuji znat, a podniknout veskeré kroky,
kterych bude obc¢as zapotfebi k zajisténi
dodrzovani tohoto €lanku ze strany jejich
zaméstnancu, zastupcd a subdodavatelU.
Davérné udaje jsou slozkou obchodniho

tajemstvi ~ Zadavatele a/nebo  jsou
predmétem jeho prav  k duSevnimu
vlastnictvi a Poskytovatel a Hlavni

zkousejici je budou uchovavat v tajnosti na
misté uréeném pro Udaje této povahy,
ledaze prokazou, Ze dané Udaje jsou verejné
pfistupné. Tyto zavazky micenlivosti
zustanou v platnosti po dobu deseti (10) let
po dokonc¢eni Studie, nebudou se vsak
vztahovat na ddvérné Udaje v nasledujicim
rozsahu: a) jsou-li €i stanou-li se vefegjné
znamé bez zavinéni Poskytovatele /
Hlavniho zkousejiciho; b) jsou sdéleny
Poskytovateli / Hlavnimu zkouSejicimu treti
osobou nepodléhajici zavazku micenlivosti;
¢) musi byt oznameny etickym komisim ¢i
pFislusnému regulaénimu Ufadu; d) musi byt
zahrnuty v pisemném informovaném
souhlasu jakéhokoli subjektu hodnoceni; e)
jsou zvefejiiovany v souladu s ¢l. Xl této
Smlouvy; nebo f) povinnost jejich zvefejnéni
plyne ze z&kona, stim, Zze Poskytovatel /
Hlavni zkouSejici jsou povinni dorucit
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published in accordance with Article XI.
herein; or, f) is required to be disclosed by
applicable law, provided that the
Institution/Principal Investigator shall give
Sponsor and IQVIA prompt, advance written
notice to permit IQVIA, Sponsor or their
agents to object to or otherwise limit such
disclosure.

2. Prior to and during the course of the Study,
IQVIA or Study Sponsor may request to
collect personal data as that term is defined
in the (EU) 2016/679 Regulation and
applicable legislation enacted under the
same or equivalent/similar  national
legislation  (collectively “Data  Privacy
Legislation”) relating to the Study from the
Institution, including from its investigators,
sub-investigators, other Institution staff or
personnel involved in the conduct of the
Study. The Investigator hereby consents to
the processing of Investigator's personal
data collected by IQVIA or Sponsor, and
Investigator and Institution agree to obtain
any consents, as may be necessary in
accordance with applicable Data Privacy
Legislation, for the processing of any
personal data collected by IQVIA or the
Sponsor from its investigators, sub-
investigators, staff, and personnel involved
in the conduct of the Study. Such consent
shall authorize the transfer of personal data,
to countries other than the Institution's own
country, including without limitation the
United States, even though data protection
may not exist or be as developed in those
countries as in the Institution’s own country,
for the following purposes: a) the conduct
and interpretation of the Study; b) review by
governmental or regulatory agencies,
Sponsor, IQVIA, and their agents, and
affiliates and collaborators; c) satisfying
legal or regulatory requirements; d)
publication on www.clinicaltrials.gov and
websites and databases that serve a
comparable purpose; e) upon request of
individual patients and doctors provision to
individual patients and doctors who may be
interested in participating in a clinical trial at
Institution; and f) storage in databases for
use in selecting sites in future clinical trials.
In the event any Institution personnel
participating in the Study are not willing to
provide such consent, Institution
acknowledges that such personnel will not
be able to participate in the Study.

Zadavateli a IQVIA neprodlené predem
pisemné oznameni, tak aby umoznili IQVIA,
Zadavateli nebo jejich zastupcim vznést
namitky nebo jinak omezit takové
zpfistupnéni.

Pfed zahdjenim Studie a v jejim pribéhu si
mohou IQVIA nebo Zadavatel vyzadat
shromazdovani osobnich Gdaju tak, jak je
tento vyraz definovan v (EU) nafizeni
2016/679 a v pfislusné legislativé uzakonéné
vramci téze nebo ekvivalentni/podobné
narodni legislativy (spoleéné oznacované
sLegislativa upravujici ochranu osobnich
udaju“), souvisejicich se  Studii od
Poskytovatele vcetné jeho zkousSejicich,
spoluzkousejicich,  dalSich  pracovnikt
Poskytovatele nebo pracovnikd Ucastnicich
se provadéni Studie. ZkouSejici timto
zpracovani osobnich Udaju ZkouSejiciho ze
strany IQVIA nebo Zadavatele a Zkousejici
a Poskytovatel souhlasi stim, ze ziskaji
vesSkeré souhlasy, které mohou byt zapotiebi
na zakladé prfislusné Legislativy upravujici
ochranu Udajli, se zpracovanim veskerych
osobnich Udaji shroméazdénych IQVIA nebo
Zadavatelem od jeho  zkouSejicich,
spoluzkousejicich, zaméstnancu a
pracovnikld UcCastnicich se provadéni Studie.
Takovy souhlas povoluje pfenos osobnich
Udajt do jinych zemi nez zemé
Poskytovatele, mimo jiné véetné Spojenych
statd americkych, a to i kdyby v téchto
zemich neplatii nebo neexistoval natolik
vyspély rezim ochrany dat jako v zemi
Poskytovatele, a to pro nasledujici ucely: a)
provadéni a vyklad Studie, b) pfezkoumani
statnimi nebo  regulacnimi  organy,
Zadavatelem, IQVIA, jejich  zastupci,
pobockami a spolupracovniky, c) zajisténi
souladu s pravnimi predpisy a pozadavky
regulacnich organli, d) uvefejnéni na
www.clinicaltrials.gov a na webovych
strankach a v databazich  slouzicich
k podobnému GCelu, e) opatfeni vaci
jednotlivym  pacientdm alékafim, ktefi
mohou mit zajem o 0€ast na Kklinickém
hodnoceni, na vyzadani jednotlivych
pacientd a lékafu, a f) uloZzeni do databazi
z dlivodu usnadnéni vybéru mist pro budouci
klinicka hodnoceni. Pokud néjaci
zaméstnanci Poskytovatele, ktefi se U€astni
Studie, nebudou ochotni dat takovy souhlas,
nebudou se moci U¢astnit Studie.
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The Sponsor and the Institution agree that they
are each independent controllers of the personal
data collected during the Study, with each party
having independent responsibilities in
connection with the Study. In particular, the
Sponsor controls the processing of the Sponsor
trial master file for purposes of (i) studying
health products with the objective of ascertaining
the safety and/or efficacy or such product(s),
and (ii) ensuring clinical trial reliability and
safety, in accordance with the sponsor’s legal
and ethical requirements; and the Institution
controls the processing of the Institution files for
purposes of (i) the health care of trial subjects,
and (ii) ensuring clinical trial reliability and
safety, in accordance with the Institution’s and
the Investigator’s legal and ethical requirements.
The Institution shall only transmit patient data in
pseudonymised form or, if this does not prevent
the fulfilment of the purpose of this Agreement,
anonymised data. The transfer of data of other
data subjects to third countries must comply with
Articles 44 to 46 of the GDPR. The supervisory
authority in the area of personal data protection
is the Office for Personal Data Protection in the
Czech Repubilic..

3. The Institution warrants that it has the legal
authority to share the clinical data and Study-
related records and information with IQVIA
and Sponsor.

XI.
Ownership of Study Results; Intellectual
Property; Publication

1. The Sponsor shall own the Study results
which will remain subject of the exclusive
rights to intellectual property of the Sponsor.
Sponsor shall have exclusive ownership of
any inventions or discoveries arising in whole
or in part from Confidential Information or
arising from the conduct of the Study. The
Institution and Principal Investigator will
promptly notify Sponsor of any such
inventions or discoveries and, at Sponsor’s
expense, execute any documents and give
any testimony necessary for Sponsor to
obtain patents in any country or to otherwise
protect Sponsor’s interests in such inventions
or discoveries.

Zadavatel i Poskytovatel jsou nezavislymi spravci
osobnich Udajd shromazdénych béhem Studie,
kdy kazda strana ma pfi provadéni Studie dle
Zadavatele nezavislou odpovédnost pficemz
Zadavatel kontroluje zpracovani zakladniho
souboru Studie Zadavatele pro Gcely (i) vyzkumu
zdravotnickych  pfipravkd s cilem  zjistit
bezpecnost a/nebo ucinnost téchto pfipravkd a
(i) zajisténi  spolehlivosti a bezpecénosti
Klinického hodnoceni v souladu s pravnimi a
etickymi pozadavky Zadavatele. Poskytovatel
kontroluje zpracovani své dokumentace pro
Ucely (i) zdravotni péce o Subjekty studie a (ii)
zajisténi spolehlivosti a bezpecnosti Klinického
hodnoceni v souladu s pravnimi a etickymi
pozadavky Poskytovatele a ZkouSejiciho.
Poskytovatel pfedava udaje o pacientech pouze
v pseudonymizované podobé, pfipadné nebrani-
li to pInéni Gcelu této smlouvy, anonymizované
Udaje. Pfedani udaji dalSich subjektd udaji do
tretich zemi musi byt
v souladu s ¢l. 44 az 46 GDPR. Dozorovym
organem v oblasti ochrany osobnich udajd je
Urad pro ochranu osobnich udaji v Ceské
republice.

3. Poskytovatel ujistuje, ze je za zakona
opravnén sdilet s IQVIA a se Zadavatelem
klinickd data a zaznamy a informace
souvisejici se Studii.

X1
Vlastnictvi  vysledkii  Studie; dusSevni
vlastnictvi; publikace

1. Zadavatel bude vlastnikem vysledkd Studie,
které zlistanou pfedmétem jeho vyhradnich
prav k duSevnimu vlastnictvi. Zadavatel bude
vyhradnim vlastnikem vesSkerych vynalezd
nebo objevl vzniklych zcela nebo zEasti
z Davérnych informaci nebo vyplyvajicich
z provadéni Studie. Poskytovatel a Hlavni
zkousejici neprodlené uvédomi Zadavatele o
jakémkoli takovém objevu nebo vyndlezu a
na naklady Zadavatele uzaviou veSkeré
dokumenty a daji veSkera svédectvi nutna
k tomu, aby Zadavatel ziskal v jakékoli zemi
patenty, nebo kijiné ochrané podilu
Zadavatele na takovych vynélezech nebo
objevech.
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2. Institution understands that this Study is
being conducted at multiple research sites.
Institution is free to publish or present the
Study results obtained at the Institution, but
only after the first publication or presentation
that involves the multi-centre data or
eighteen (18) months after the completion of
the multi-centre Study, whichever is first. The
Institution and the Principal Investigator
undertake to consult publishing of any
document or presentation regarding the
course or results of the Study with the
Sponsor at least 60 days before public
disclosure of such document or presentation.
In addition, at Sponsor's request, the
Institution shall delay publication for an
additional ninety (90) days to allow Sponsor
the opportunity to file for patent protection.
Complete or partial results of the Study will
not be published by the Institution or the
Principal Investigator unless prior written
consent is obtained from the Sponsor.

3. The Institution and the Principal Investigator
understand that any scientific publication
regarding the discoveries or study medication
will not be published by Institution or the
Principal Investigator before the Sponsor’s
application for a patent providing such
application for a patent is applicable with
regard to the character of the Study results.

4. In accordance with the law 340/2015 Coll. on
Registry of Contracts, this Agreement and/or
any amendment shall be published on the
Ministerial Contract Registry within thirty (30)
days from last signature. The Parties agree
that Institution shall publish this Agreement, its
exhibits, and any future amendments, and
shall limit its disclosure to the information
required by law.

Prior to publication, all information related to
Confidential Information, personal information,
and business and trade secrets, as defined by
the Civil Code, shall be redacted to be illegible
(ex: blacked out) from the agreement to be
published (collectively, the “Excluded
Information”), including, without limitation, the
Protocol, the investigator brochure (if attached
to the agreement) and the budget exhibit
detailing the costs per procedures; only the
expected total study budget (contract value)
shall be published.

Poskytovatel je srozumén stim, ze tato
Studie je provadéna na nékolika vyzkumnych
pracovistich. Poskytovatel mu(ze libovolné
publikovat nebo prezentovat vysledky Studie,
ale az po prvni publikaci nebo prezentaci
multicentrickych (dajd nebo osmnact (18)
meésict po dokonceni multicentrické Studie,
podle toho, ktery z téchto okamzik( nastane
drive. Poskytovatel a Hlavni zkouS$ejici se
zavazuji  konzultovat se Zadavatelem
publikaci  jakéhokoli dokumentu nebo
prezentace o prGbéhu nebo vysledcich
Studie nejméné 60 dnd pred zvefejnénim
daného dokumentu nebo pfed pfislusnou
prezentaci. Kromé toho je Poskytovatel
povinen odlozit toto zvefejnéni na Zzadost
Zadavatele o dalSich devadesat (90) dni, aby
tak umoznilo Zadavateli podat patentovou
pfihladku. Poskytovatel ani Hlavni zkouSejici
nezverejni Uplné ani ¢astecné vysledky, aniz
by prfedem ziskali pisemny souhlas
Zadavatele.

Poskytovatel a Hlavni zkouSejici jsou
srozumeéni stim, Ze nezvefejni zadnou
védeckou publikaci o objevech a o
hodnocenych IéCivech dfive, nez Zadavatel
poda patentovou pfihlasku, za pfedpokladu,
ze lze vzhledem k povaze vysledkl Studie
podat takovou pfihlasku.

V souladu se zdkonem ¢&. 340/2015 Sb. o
registru smluv budou tato Smlouva a/nebo
vSechny jeji dodatky uvefejnény v registru
smluv ministerstva do ftficeti (30) dni od
posledniho  podpisu.  Smluvni  strany
souhlasi, Ze Poskytovatel uvefejni tuto
Smlouvu, jeji pfilohy a veSkeré pfipadné
budouci dodatky a omezi jeji uverejnéni na
Udaje vyzadované zakonem.

Pfed uvefejnénim musi byt zajiSténa
necitelnost (napfiklad zacernénim) veskerych
Udaju  souvisejicich s Davérnymi  udaji,
osobnimi Udaji aobchodnimi a firemnimi
tajemstvimi tak, jak je definuje Obcansky
zakonik, z uvefejhované smlouvy (hromadné
oznacované ,Vylou¢ené (daje”), ato mimo
jiné véetné Protokolu, broZury pro zkousejiciho
(pokud je ke smlouveé pfilozena) a oddilu XIII
téchto podminek podrobné popisujici naklady
na jednotlivé zakroky; zvefejnén bude pouze
ocekavany celkovy rozpocet studie (hodnota
smlouvy).
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The approximate total contract value is
estimated to be CZK 113 976.

The final form and format of the Agreement for
publication on the Ministerial Contract
Registry (the “Final Document”) shall be
agreed to between the Parties via email. After
the execution hereof, the Institution requires
to be provided with the agreed final version
of the Agreement with highlighted sections
considered as trade secrets by Sponsor.
The Institution will obtain prior approval from
Sponsor before further redacting the final
version of the Agreement.
The Institution agrees to publish the Final
Document and complete the metadata on the
Ministerial Contract Registry within five (5)
days from last signature of the Agreement.
The Institution shall add IQVIA
as a secondary
recipient. The Parties understand that the
Institution shall not be initiated until the Final
Document has been published.

The Parties agree that the initiation visit shall
not occur until the final Agreement has been
published in the Agreements Register and
until then neither Sponsor nor IQVIA shall
supply any Investigational Product to the
institutional pharmacy.

Xil.
Settlement of Disputes

1. Contract parties undertake to provide
assistance to each other and to settle
possible disputes regarding their different
views on the procedures and methods of
work by means of discussing the
matteramicably and should it not be possible
to reach an amicable settlement, any
disputes shall be resolved by competent
courts of the Czech Republic.

Xl
Financial aspects

1. According to the payment schedule
(paragraph 2 of this Article) the IQVIA, on
behalf of Sponsor, will pay to the Institution
for each completed visit of Study subject
participating in the Study in compliance with
the protocol, in respect of which the Study
has been conducted in compliance with this

Xil.

Priblizna celkova hodnota smlouvy se
odhaduje na 113 976 K&

Finalni forma a format Smlouvy pro uverejnéni
vregistru  smluv  ministerstva  (,Finalni
dokument®) bude mezi Smiuvnimi stranami
dojednana e-mailem. Poskytovatel vyzaduje
pred podpisem smlouvy zaslat
odsouhlasenou finalni verzi smlouvy ve
strojové Ccitelném formatu s podbarvenym
textem, ktery zadavatel povazZuje za
obchodni tajemstvi. Poskytovatel je povinen
ziskat souhlas zadavatele pfed tim, nez bude
kone¢nou verzi smlouvy dale ménit nad
ramec podbarveného textu ze strany
zadavatele. Poskytovatel souhlasi stim, Ze
uverejni Finalni dokument a vyplni metadata
v registru smluv ministerstva do péti (5) dni od
posledniho podpisu Smlouvy. Poskytovatel
pfida IQVIA jako druhého pfijemce, emailova
adresa: |GG Siuvni
strany jsou si védomy skute¢nosti, ze €innost
Poskytovatele nebude zahajena, dokud
nedojde k uverejnéni Finalniho dokumentu.

Strany berou na védomi, ze nedojde k
iniciaéni navstévé do okamziku uvefejnéni
kone¢ného dokumentu v registru smliuv,
pficemz nebude ze strany zadavatele Gi
IQVIA pred uvefejnénim smlouvy dodano
zadné hodnocené lécivo do nemocniéni
lékarny.

Reseni spori

1.

Smluvni strany se zavazuji poskytovat si
navzajem soucinnost a fesit pripadné spory
souvisejici s jejich odliSnymi nazory na
pracovni postupy a metody jednanim o dané
otdzce smirnou cestou, avSak, nebude-li
mozné toto pfekonat smirnou cestou, budou
veSkeré spory rozhodovany pred soudy
Ceské republiky.

XIll.
Finanéni aspekty

1.

IQVIA bude hradit v zastoupeni Zadavatele
Poskytovateli platby podle platebniho
rozvrhu uvedeného v odstavci 2 tohoto
¢lanku za kazdou absolvovanou navstévu
subjektu Studie, ktery se UGc€astni Studie
v souladu s Protokolem, ve vztahu k némuz
je tato Studie provadéna v souladu s touto
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Contract and whose records has been
revised by authorised person according to
Article VI. paragraph 2. All payments will be
made to the Payee as agreed herein.
Principal Investigator and Study staff
personnel will be paid by the Payee in
accordance with the Institution’s internal
directive.

The parties agree that the payee designated
below is the proper payee for this Agreement,
and that payments under this Agreement will

Smlouvou a jehoz zdznamy byly revidovany
povéfenou osobou podle ¢lanku VI. odst. 2.
Veskeré platby budou ucinény ve prospéch
Poskytovatele v souladu s touto Smlouvou.
Odména  Hlavnimu  zkouSejicimu a
Studijnimu personalu bude vyplacena dle
vnitfni smérnice Poskytovatele.

Smluvni strany souhlasi, Ze nize definovany
pfijemce platby je fd&dnym pfijemcem platby
dle této Smlouvy, a ze platby za sluzby
vykonané na zékladé této Smlouvy budou

be made only to the following payee (the

uskuteCnény pouze ve prospéch

If the contracted Payment Currency does not
match your bank account, you may need to
provide an Intermediary Bank. Please contact
your Financial institution for details. If an
Intermediary bank is required, please provide

"Payee’). uvedeného pfijemce platby (dale jen
~PFijemce platby*).
Contract Payee Prijemce platby dle Smiouvy
I(D,\%gf rr’:l:t?henam e Fakultni ~ nemocnice glf?jfaerr\:ce Fakultni nemochice
in the contract) Hradec Kralove platby Hradec Kralove
Sokolska 581, 500 05 Adresa Sokolska 581, 500 05
Hradec Kralové — Novy Hradec Kralové - Novy
Payee Address | radec Kralové, Czech pluemee Hradec Kralové, Ceska
Republic patby republika
VAT/Tax ID
(Tax ID  must
exactly match the Danové
payee name | CZ00179906 identifika¢ni CZ00179906
indicated above, ¢islo
or tax exempt
when applicable)
Banking Information: Bankovni udaje
Bank Name Ceska narodni banka Nazev banky | Ceska narodni banka
Bank Street Na PFikopé 28 Ulice banky Na Pfikopé 28
ga”i City Praha 1 Mésto banky | Praha 1
an > —
State/Province S;itl/(srovmme
Bank POSta| COde 1 15 03 PSC banky 1 15 03
Bank Country Czech Republic Zemé banky | Ceska republika
Receiving Account Ména Gctu | |«
Currency CZK pfijemce Ke
CZ23 0710 0000 0000 CZ23 0710 0000 0000 2463
IBAN 2463 9511 IBAN 9511
Swift Code (8 or 11 : PP
Characters) CNBACZPP SWIFT kéd CNBACZ
Variable Symbol Number of the invoice Variabilni ¢islo faktury
symbol

Pokud ména platby podle smlouvy neodpovida
méné bankovniho G¢tu, budete mozna muset
uvést Zprostfedkovatelskou banku.
Podrobnosti si, prosim, vyzadejte od své
Finanéni instituce. Pokud je pozadovana
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Bank Name, Account Number if applicable
and SWIFT Code of Intermediary Bank along
with all other required Wire instructions

Zprostfedkovatelska banka, uvedte prosim
Nazev banky, ¢islo G¢tu, pokud je zapotrebi,
aSWIFT kod Zprostiedkovatelské banky
spolecné se vSemi dalSimi pozadovanymi
pokyny pro bankovni pfevod.

Name of payment
recipient to receive
payment
notification and
details

Ing. Jitka HaleSova

Phone number &
Email

Language
Preference

jitka.halesova@fnhk.cz

Czech

In case of change of invoice details or VAT ID,
the Sponsor/IQVIA shall without undue delay
inform the Institution (Dasa Prokipkova — Legal
Department, Ing. Jitka HaleSova — Financial and
Analysis Department).

The Institution and the Principal Investigator will
have forty-five (45) days from the receipt of final
payment to dispute any payment discrepancies
during the course of the Study.

The parties acknowledge that the designated
Payee is authorized to receive all of the payments
for the services performed under this Agreement.
If the Investigator is not the Payee, then the
Payee's obligation to reimburse the Investigator
will be determined by a separate agreement
between Investigator and Payee, which may
involve different payment amounts and different
payment intervals than the payments made by
IQVIA to the Payee. Investigator acknowledges
that if Investigator is not the Payee, neither IQVIA
nor Sponsor will pay Investigator, even if the
Payee fails to reimburse Investigator.

2. No payment will be made for visits not
performed in compliance with the Protocol.
Any expense or cost incurred by the
Institution and the Principal Investigator in

Contact Kontaktni
Information udaje
o . . Jméno pfijemce
ls\l:r?t;ien go{m:i%g;em Ing. Jitka Halesova zasilajiciho Ing. Jitka HaleSova
faktury
Phone number & | +420495 833 827 Telefonni  Cislo | +420 495 833 827
Email jitka.halesova@fnhk.cz a e-mail jitka.halesova@fnhk.cz
Language P oZadovany Cesky
Preference Czech jazyk

Jméno pfijemce
platby, ktery
bude dostavat
upozornéni na | Ing. Jitka HaleSova
platbu

a podrobnosti o
platbé

Telefonni ¢&islo
a e-malil jitka.halesova@fnhk.cz

Pozadovany

jazyk Cesky

Pfi zméné fakturaénich Gdajd nebo DIC je
Zadavatel/IQVIA povinen neprodlené informovat
Poskytovatele (D&Sa Prokiipkova — pravni odbor
a Ing. Jitka HaleSova — Odbor financi a analyz.)

Poskytovatel a Hlavni zkouSejici budou mit
Ctyficet pét (45) dni od pfijeti dopisu o posledni
platbé, aby vznesl namitky vuaci jakémukoliv
nesouladu v platbach v pridbéhu Studie.

Strany potvrzuji, ze stanoveny Pfijemce plateb je
opravnén pfijmout vSechny platby za sluzby
provedené na zakladé této Smlouvy. Pokud
Zkousejici neni PFijemcem plateb, potom bude
povinnost Pfijemce plateb nahradit platby
ZkouS$ejicimu stanovené v samostatné smlouvé
mezi ZkouSejicim a Pfijemcem plateb, ktera
muze zahrnovat jiné c¢astky ajiné intervaly
plateb, nez které plati pro platby provadéné
spole€nosti IQVIA Pfijemci plateb.  Hlavni
zkousejici bere na védomi, ze pokud Hlavni
zkouSejici neni PFijemcem plateb, nebude IQVIA
ani Zadavatel provadét ZkouSejicimu uhrady, ani
pokud Pfijemce plateb Zkousejicimu nezaplati.

2. Navstévy, které nebyly absolvovény
v souladu s Protokolem, nebudou hrazeny.
Vedkeré vydaje Ci naklady, které vzniknou
Poskytovateli a Hlavnimu zkou$ejicimu v
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performing this Agreement that is not
specifically designated as reimbursable by
IQVIA or Sponsor under the Agreement
(including this Budget and Payment
Schedule) is the Institution’s and the
Principal Investigator’s sole responsibility.

3. No payment will be made for visits performed
in subjects found ineligible upon review of
their Case Report Forms and source
documents.

4. These payments include all work and costs
associated with clinical and laboratory
assessments, visits, quality control, provision
of laboratory certificates, administration, and
storage and dispensation of study medication
in compliance with the Protocol.

5. IQVIA will pay the Institution (“Payee”) every
three (3) months, on a completed visit per
subject basis in accordance with the attached
budget. Payments including any Screening
Failure that may be payable will be made
based upon prior 3 months enrolment data
confirmed by subject CRFs received from the
Investigator and data verification supporting
subject visitation. CRFs will be legible and
completed within five (5) business days of
each patient visit or data generating event.
Any requests by IQVIA for verification,
clarification or correction of data furnished on
a CRF must be provided within five (5)
business days of receipt of such request.
Sponsor and/or IQVIA reserve(s) the right to
withhold payment in case of significant or
repeated failure to perform the tasks set forth
in this Section 1. A proforma statement,
which contains the completed subject visits
and associated payments for the period, will
be sent to the Payee. The Payee will raise
their invoice to match the statement. Invoices
will be payable within 30 days from the date
of its receipt by IQVIA of the invoice,
including any applicable back up
documentation.

6. Payments will be in each case reduced by ten
(10 %) percent. This reduced amount shall
represent a value of any/all activities related
to close-out of the database, including all
CRFs pages, all data clarifications issued,
the receipt and approval of any outstanding
regulatory documents as required by IQVIA
and/or Sponsor, the return of all unused
supplies to IQVIA, and upon satisfaction of all

ramci plnéni této Smlouvy a které nebudou
vyslovné oznaceny tak, Ze maji byt uhrazeny
IQVIA nebo Zadavatelem podle této Smlouvy
(véetné tohoto Rozpoctu a Platebniho
rozvrhu), pfedstavuji vyhradni zodpovédnost
Poskytovatele a Hlavniho zkouS$ejiciho.

Navstévy u subjektl, které byly po ovéfeni
formulédfe o jejich zdznamech a zdrojovych
dokumentl shledany za nezplsobilé uc¢astnit
se Studie, nebudou hrazeny.

Tyto platby budou zahrnovat veSkeré prace a
naklady spojené s klinickym a laboratornim
hodnocenim, navstévami, kontrolami jakosti,
s poskytnutim laboratornich certifikatd,
s podavanim, skladovanim a vydavanim
hodnoceného léCiva v souladu s Protokolem.

IQVIA bude hradit platby Poskytovateli (dale
jen ,Prijemce platby“) kazdé tfi (3) mésice na
zakladé dokoncenych navstév subjektl dle
rozpoCtu v pfiloze. Platby za veSkeré
navstévy oznacené jako Screening Failure,
které mohou byt vyplaceny, budou hrazeny
na zakladé (daju o zafazeni subjektu za
predchozi 3 mésice, potvrzeni CRF subjektu
obdrzenymi od ZkouSejiciho a na zakladé
ovéfeni Udajl o navstévach subjektu. CRF
budou citelné a budou vyplnény do péti (5)
pracovnich dni od navstévy kazdého
pacienta nebo udalosti tvorby dat. VSechny
pozadavky IQVIA na ovéfeni, objasnéni nebo
opravu dat uvedenych v CRF musi byt
splnény do péti (5) pracovnich dni od prijeti
takového pozadavku. Zadavatel a/nebo
IQVIA si vyhrazuji pravo zadrzet platbu
v pfipadé zavazného nebo opakovaného
nesplnéni Ukold stanovenych v tomto oddilu
1. Hromadny vykaz plateb, ktery obsahuje
Udaje o dokonéenych navstévach a o
souvisejicich platbach za dané obdobi, bude
zaslan Prijemci platby. Pfijemce platby
predlozi fakturu v souladu s timto vykazem.
Splatnost faktury bude ¢init tficet (30) dnd od
data jejiho doru€eni spolecnosti IQVIA
vCetné jakékoliv podplrné dokumentace.

Od kazdé platby bude odec¢teno deset
procent (10 %). Tato snizena Castka bude
predstavovat hodnotu veskerych ¢innosti
souvisejicich s uzavienim databaze, vcetné
vSech stranek CRF, veSkerych poskytnutych
vysvétleni (daju, prfevzeti a schvaleni
veskerych nevyfizenych regulacnich
dokumentt dle pozadavk( IQVIA a/nebo
Zadavatele, vraceni vSech
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other applicable conditions set forth in the
Agreement.

7. In case that the Institution is a payer of VAT,
appropriate rate of VAT according to a
mandatory statute, will be included to the
above-mentioned invoice amounts. All
government taxes are the sole responsibility
of the Payee.

8. In case of changes in the Payee’s bank
details, Institution is obliged to inform IQVIA
in writing by sending an email to:

. The
Institution and the Principal Investigator shall
contact its IQVIA study team member to
provide signed documentation of changes to
payee’s bank details. Parties agree that in
case of changes in bank details which do not
involve a change of payee or change of
country location of bank account, no further
amendments are required.

9. Payments will be issued by IQVIA based on
Visit Budget, payment frequency and
payment terms as described above.
Payments will be made only upon receipt of
corresponding invoices, including back-up
documentation, in the specified currency, as
described below. Invoices will be payable
within 30 days from the date of receipt by
IQVIA of the invoice, including any applicable
back-up documentation.

Invoices for any additional payments to those
stated in this agreement (i.e., additional
reimbursements) must also be sent to IQVIA
and approved by sponsor. All invoices shall
be raised in the following manner:

Invoices to be billed to:

IQVIA RDS Czech Republic, s.r.0.,
Pernerova 691/41, 186 00

Praha 8 - Karlin,

Czech Republic

Invoices to be sent to:

Email original invoices including back up
to:

nespotfebovanych zasob IQVIA a splnéni
vSech dalSich  pfislusnych  podminek
stanovenych ve Smlouvé.

7. Pokud je Poskytovatel platcem DPH, bude ke
v§em vySe uvedenym fakturovanym ¢astkam
pfipoctena DPH v zdkonné vysi. VSechny
vladni dané jsou vyhradni odpovédnosti
PFijemce platby.

8. Dojde-li ke zménam ohledné bankovniho
spojeni PFijemce platby, je o tom
Poskytovatel povinen pisemné informovat
IQVIA zaslanim emailu na adresu
I Pracoviste
kontaktuje svého ¢lena studijniho tymu IQVIA
a poskytne mu podepsanou dokumentaci o
zménach bankovnich Gddaju pfijemce.
Smluvni strany sjednavaji, ze pokud se bude
jednat pouze o zménu bankovnich Gdaju a
nikoli 0 zménu v osobé pfijemce plateb nebo
0 zménu statu, vnémz je bankovni Ucet
veden, nebude zapotfebi uzavirat zadny
dal$i dodatek.

9. Platby budou provadény IQVIA na zakladé
Rozpoctu navstév, cCetnosti plateb a
platebnich podminek popsanych vyse. Platby
budou provadény pouze po prijeti
prisluSnych  faktur vcetné doprovodné
dokumentace a ve stanovené méné, jak je
popsano nize. Faktury budou splatné do
tficeti (30) dni ode dne doruceni faktury
véetné vesSkeré pfislusné doprovodné
dokumentace IQVIA.

Faktury vztahujici se k jinym platbam, nez jsou
stanoveny v této Smlouveé (tj. dalsi Ghrady) musi
byt také zaslany IQVIA a schvaleny Zadavatelem.
V8echny faktury musi byt vystaveny nasledujicim
zplUsobem:

Faktury budou fakturovany spolec¢nosti:

IQVIA RDS Czech Republic s.r.o.
Pernerova 691/41, 186 00

Praha 8 - Karlin,

Ceska republika

Faktury budou zasilany na:

Originaly  faktur  véetné  doprovodné
dokumentace zasilejte e-mailem
na:
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Emailed invoices and backup are preferred.
In the event of invoices in hard copy need to
be sent, please send to the following address:

Att Clinical Trial Payments
IQVIA , 5th floor.

210 Pentonville Rd, King Cross
London N1 9JY

United Kingdom

The following information should be included on
the invoice:

o Complete INVESTIGATOR
address, and phone number

o Invoice Date

o Invoice Number

o Payee Name
indicated in CTA)

o Payment Amount

o Complete description of
rendered

o Study Number:

o Sponsor Name

o Invoices should be printed on institution
letterhead

name,

(must match Payee

services

All invoice and payment related inquiries shall
be addressed directly to IQVIA Clinical Trial
Payments a

10. If Sponsor provides financial statement
forms, then the Institution and Principal
Investigator agree that Principal Investigator
and Co-Investigators who are directly
involved in the treatment or evaluation of
research subjects shall promptly return to
Sponsor a financial statement form that has
been completed and signed, which shall
disclose any applicable financial interests
held by them or by their family dependents.
The Principal Investigator and Co-
Investigators shall ensure that forms are
promptly updated as needed to maintain their
accuracy and completeness during the Study
and for one year after its completion. The
Principal Investigator and Institution agrees
that the completed forms may be subject to
review by accredited representatives of
healthcare agencies, Sponsor, and their
agents, and the Institution consents to such
review. The Principal Investigator further
consents to the transfer of its financial
disclosure data outside of the Institution’s

Uprednostiujeme zasilani faktur
a dokumentace e-mailem. Pokud je vsak
zapotiebi poslat tisténé faktury, zaslete je na
nasledujici adresu:

Att Clinical Trial Payments
IQVIA , 5th floor.

210 Pentonville Rd, King Cross
London N1 9JY

United Kingdom

Na faktufe musi byt uvedeny nasledujici udaje:

Celé jméno ZKOUSEJICIHO LEKARE

@]

o Datum faktury

o Cislo faktury

o Jméno  Prilemce plateb  (musi
odpovidat Pfijemci plateb uvedenému
v CTA)

o Castka k tihradé

o UplIny popis poskytnutych sluzeb

o Cislo Klinického hodnoceni

o Jméno Zadavatele

o Faktury musi byt vytiStény na papiru

s hlaviékou Instituce

VS8echny faktury a dotazy tykajici se plateb
zasilejte pfimo IQVIA Clinical Trial Payments na
adresu

10. Pokud Zadavatel poskytuje formulare
finanénich prohlaseni, souhlasi
Poskytovatel a Hlavni zkouSejici s tim, ze
Hlavni zkousejici a spoluzkousejici, ktefi se
pfimo podili na léCeni nebo hodnoceni
subjektd klinickeého hodnoceni, neprodlené
predaji Zadavateli vyplnény a podepsany
formulaf finanéniho prohlaseni, v némz se
Hlavni  zkouSejici ¢&i  spoluzkousSejici
pfiznavaji k jakymkoli finanénim zajmam,
které maji oni sami nebo jejich
manzelé/manzelky ¢&i nezaopatfené déti.
Hlavni zkouS$ejici a spoluzkousejici zajisti
urychlenou aktualizaci formulard, s cilem
zajistit jejich pfesnost a Uplnost v prabéhu
realizace Studie a jeden rok po jejim
dokonceni. Hlavni zkousejici a
Poskytovatel souhlasi stim, Ze vyplnéné
formuldfe mohou kontrolovat povéfeni
zastupci zdravotnickych organd a Zadavatel
a jejich zastupci, a Poskytovatel souhlasi
s takovymi kontrolami. Hlavni zkousejici
dale souhlasi s pfenosem dat o finanénim
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own country, including to the United States of
America, even though data protection may
not exist or be as developed as in Czech
Republic.

XIv.
Study Completion

1. The Sponsor shall, within 90 days of the
study completion, inform the State Institute
for Drug Control and relevant Ethics
Committees on completion of the study.
Provided the completion of the study has
been aborted, above mentioned period shall
be reduced to 15 days.

XV.
Term and Termination

2. Term

This Contract will become effective on the
date of its publication in the Register of
Agreements (the ,Effective Date”) and shall
continue until completion or until terminated in
accordance with this Section XV “Term &
Termination”.

2. Termination.

The Institution and Principal Investigator may
terminate this Agreement upon written notice
if circumstances beyond the Institution’s
and/or Principal Investigator's reasonable
control prevent the Institution and/or Principal
Investigator from completing the Study, or if
the  Principal Investigator reasonably
determines that it is unsafe to continue the
Study. Upon receipt of notice of termination,
the Institution and Principal Investigator shall
immediately cease any subject recruitment,
follow the specified termination procedures,
ensure that any required subject follow-up
procedures are completed, and make all
reasonable efforts to minimize further costs,
and IQVIA shall make a final payment for
visits or milestones properly performed
pursuant to this Agreement in the amounts
specified in the section Xl “Financial
aspects”; provided, however, that Payments
will be in each case reduced by ten (10 %)
percent. This reduced amount shall represent
avalue of any/all activities related to close-out
of the database, and will be made upon the
final acceptance by Sponsor of all subject

prohlaseni mimo vlastni zemi
Poskytovatele, véetné Spojenych statu
americkych, a to i kdyby v téchto zemich
neplatii nebo neexistoval natolik vyspély
rezim ochrany dat jako v Ceské republice.

XIV.
Dokonceni Studie

1. Zadavatel je povinen informovat Statni Ustav
pro kontrolu IéCiv a pfislusné Etické komise o
dokonéeni Studie do 90 dnG po jejim
dokonéeni. Pokud byla Studie pred
dokonéenim zruSena, zkracuje se tato Ihlta
na 15 dni.

XV.
Platnost a zanik platnosti

1. Platnost

Tato smlouva nabyva ucinnosti dnem jejiho
uvefejnéni v registru smluv (déale jen "Datum
ucinnosti") a trva az do jejiho ukonéeni nebo do
okamziku jejiho vypovézeni v souladu s timto
oddilem XV "Platnost a zanik platnosti".

2. Zanik platnosti.

Poskytovatel a Hlavni zkou$ejici mohou tuto
Smlouvu vypovédét na zakladé pisemné
vypovédi, pokud okolnosti mimo pfiméfenou
kontrolu Poskytovatele a/nebo Hlavniho
zkousejiciho brani Poskytovateli a/nebo
Hlavnimu zkouSejicimu v dokonceni Studie
nebo pokud Hlavni zkouSejici davodné
usoudi, ze pokracovani Studie neni
bezpecné. Po obdrzeni oznameni o ukonceni
musi Poskytovatel a Hlavni zkouSejici
okamzité ukoncit jakykoli nabor subjektl
hodnoceni, dodrZzet stanovené postupy pro
ukonc€eni, zajistit, aby byly dokon&eny
vSechny pozadované postupy pro sledovani
subjektd hodnoceni, a vyvinout veSkeré
pfimérené Usili k minimalizaci dalSich nakladu
a spole¢nost IQVIA provede zavérecnou
platbu za navstévy nebo milniky Fadné
provedené podle této Smlouvy ve vysSi
uvedené v oddile XIll "Finanéni aspekty";
platby v§ak budou v kazdém pfipadé snizeny
o deset (10 %) procent. Tato snizena ¢astka
bude predstavovat hodnotu vSech c¢innosti
souvisejicich s uzavienim databdze a bude
provedena po konecném pfijeti vSech
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1.

CRF pages and all data clarifications issued
and satisfaction of all other applicable
conditions set forth in the Agreement. Neither
IQVIA nor Sponsor shall be responsible to the
Institution and Principal Investigator for any
lost profits, lost opportunities, or other
consequential damages.

Sponsor may suspend enrolment or terminate
this Contract effective immediately upon
written notice.

XVI.
Final Provisions

Sponsor is represented by IQVIA RDS
Czech Republic s.r.o. Pernerova 691/42
186 00 Praha 8, within the scope of the
Power of Attorney enclosed hereto as
Appendix No. 5.

The legal relations not specifically addressed
hereby will be interpreted and comply with
the provisions of the Civil Code and other
applicable legal regulations of Czech
Republic.

This Contract has been written in four (4)
original copies, each Contract party obtaining
one of them.

The Contract may be amended or modified
in writing based on the agreement of all of
the Contracting parties.

The Institution shall not assign or transfer any
rights or obligations under this Contract
without the written consent of Sponsor.
Sponsor may, and/or IQVIA may upon
Sponsor’s request, assign this Contract to a
third party, (and IQVIA may upon Sponsor’s
request assign its rights and obligations
under this Agreement to Sponsor), and
Sponsor and/or IQVIA (as the case may be)
shall not be responsible for any obligations or
liabilities under this Contract that arise after
the date of notification of the assignment to
the Institution.

The terms of this Contract that contain
obligations or rights that extend beyond the
completion of the Study shall survive
termination or completion of this Contract.

XVI.
Zavérecna ustanoveni

1.

predmétnych stranek CRF a vSech vydanych
upfesnéni Udaju Zadavatelem a po splnéni

vSech dalSich platnych podminek
stanovenych ve Smlouvé. IQVIA ani
Zadavatel nenesou vuci Poskytovateli a

Hlavnimu zkouS$ejicimu odpovédnost za usly
zisk, ztratu pfilezitosti nebo jiné nésledné
Skody.

Zadavatel je opravnén pozastavit ndbor nebo
vypovedét tuto Smiouvu pisemné
s okamzitym uc¢inkem.

Zadavatel je zastoupen spole¢nosti IQVIA
RDS Czech Republic s.r.o Pernerova
691/42 186 00 Praha 8, na zakladé pIné
moci, ktera tvofi PFilohu €. 5 této Smlouvy.

Pravni vztahy, které nejsou konkrétné reseny
v této Smlouvé, budou vykladany v souladu
s ustanovenimi ob&anského zakoniku a
dal$ich prislugnych pravnich predpisti Ceské
republiky.

Tato Smlouva je sepsana ve ctyfech
stejnopisech s platnosti originalu, z nichz
kazdd smluvni strana obdrzi po jednom
stejnopisu.

Tuto Smlouvu Ize ménit nebo doplfiovat
pisemné na zakladé dohody vSech smluvnich
stran.

Poskytovatel nesmi postoupit jakékoli prava
ani prevest jakékoli zdvazky dle této Smlouvy
bez pisemného souhlasu Zadavatele.
Zadavatel a/nebo IQVIA jednajici na zakladé
zadosti Zadavatele mohou postoupit tuto
Smlouvu tfeti osobé (a IQVIA mize postoupit
sva prava a zavazky Zadavateli na zakladé
jeho zadosti), pficemz Zadavatel a/nebo
IQVIA neodpovidaji za zadné povinnosti ani
zavazky dle této Smlouvy vzniklé po datu
oznameni postoupeni Poskytovateli.

Ustanoveni této Smlouvy, kterd obsahuji
zavazky nebo prava, ktera svou povahu
pfesahuji okamzik dokonéeni  Studie,
zUstanou v platnosti i po ukonéeni nebo
spinéni této Smlouvy.
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7. This Contract is drawn up in English and in
Czech language versions. In case of any
dispute, the Czech language version shall
prevail.

8. Sponsor and/or IQVIA undertake to inform
the Institution and the Principal Investigator in
a timely manner of any new document for the
Study, which should be provided for the
proper conduct of the Study.

In witness of their consent to the wording hereof,
the Contract parties sign the Contract.

Sponsor

Signed by IQVIA Czech Republic s.r.o., under a
Power of Attorney, for and on behalf of F.
Hoffmann-La Roche Ltd.

Name: Ing. Eva Falbrova

Signature:

IQVIA RDS Czech Republic s.r.o, on behalf of
the Sponsor

Date: 12. 9. 2022

Principal Investigator
Name:

Signature:

Position: Principal Investigator
Date: 13. 9. 2022

Institution
Name: MUDr. Ales Herman, Ph.D.

Signature:

Position: Director 15. 9. 2022

IQVIA
Name: Ing. Eva Falbrova

Signature:

Position: Managing Director

Date: 12. 9. 2022

7. Tato Smiouva je vyhotovena v anglickém a
Ceském jazykovém znéni. V pfipadé
jakéhokoli rozporu bude rozhodujici ¢eska
jazykova verze.

8. Zadavatel, pfipadné IQVIA se zavazuji, ze
budou v€asné informovat Poskytovatele a
Hlavniho zkousSejiciho o novych
dokumentech ke Studii, které by mély byt
poskytnuty pro fadny prabéh Studie.

Smluvni strany podepisuji tuto Smlouvu na dikaz
svého souhlasu s jejim znénim.

Zadavatel

Podepsano spolecnosti IQVIA RDS Czech
Republic s.r.o, na zakladé plné moci v
zastoupeni F. Hoffmann-La Roche Ltd.

Jméno: Ing. Eva Falbrova

Podpis:

IQVIA RDS Czech Republic s.r.o, v zastoupeni
Zadavatele

Datum: 12. 9. 2022

Hlavni zkousejici
Jméno:

Podpis:

Funkce: Hlavni zkousejici
Datum: 13. 9. 2022

Poskytovatel
Jméno: MUDr. Ale§ Herman, Ph.D.

Podpis:

Funkce: feditel 15. 9. 2022

IQVIA
Jméno: Ing Eva Falbrova

Podpis:

Funkce: jednatelka

Datum: 12. 9. 2022
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Appendices:
1. Approval of the State Institute for Drug

ok w

Control

Approval of the Ethics Committee for
Multicentrics Trials

Approval of the Ethics Committee

Certificate of insurance

Power of Attorney of IQVIA Czech Republic,
s.r.o.

Excerpt from the Commercial Register of the

company IQVIA Czech Republic, s.r.o.
Budget and Payment Schedule

Prilohy

. Vypis z obchodniho

. Rozpocet a rozpis plateb

Povoleni Statniho Ustavu pro kontrolu [éCiv
Souhlas Etické komise pro multicentricka
klinicka hodnoceni

Souhlas Etické komise

Pojistny certifikat

PIlna moc pro IQVIA RDS Czech Republic
s.r.o.

rejstiiku  spole€nosti
IQVIA Czech Republic, s.r.o.

Roche/GNE - Czech Republic — CTA — Tripartite, Version May 2019

F. Hoffmann-La Roche Ltd. , MN43964
Fakultni nemocnice Hradec Kralové /
Version/Verze: redacted_150922

Page 24 of 37

CONFIDENTIAL/DUVERNE



ATTACHMENT B

PRILOHA B

Roche / Genentech Study MN43964

Studie Roche/Genentech MN43964

BUDGET AND PAYMENT SCHEDULE

ROZPOCET A PLATEBNi HARMONOGRAM

1) PAYMENT TERMS

1) PLATEBNi PODMINKY

IQVIA will pay the Payee every 3 months, on a
completed visit per subject basis in accordance
with the attached budget.

IQVIA vyplati pfijemci platby kazdé 3 mésice, na
zakladé dokoncéené navstévy u kazdého subjektu
v souladu s pfilozenym rozpocétem.

Payments including any Screening Failure that
may be payable will be made based upon prior 3
months enrolment data confirmed by subject
CRFs received from the Investigator and data
verification supporting subject visitation. A
proforma statement, which contains the
completed subject visits and associated
payments for the period, will be sent to the
Payee. The Payee will raise their invoice to
match the statement. Invoices will be payable
within 30 days from the date of receipt by IQVIA
of the invoice, including any applicable back-up
documentation. Payments will be in each case
reduced by ten (10 %) percent. This reduced
amount shall represent a value of any/all
activities related to close-out of the database,
including all CRFs pages, all data clarifications
issued, the receipt and approval of any
outstanding regulatory documents as required by
IQVIA and/or Sponsor, the return of all unused
supplies to IQVIA, and upon satisfaction of all
other applicable conditions set forth in the
Agreement.

Platby vCetné neuspéSnych screeningu, které
mohou byt vyplatitelné, budou uhrazeny na
zékladé dat o zarazeni Subjektl za predchozi
3 mésice, kterad budou potvrzena prostfednictvim
formulafe CRF subjektd doru¢enych zkousSejicim
lékafem, a ovéfeni dat o navstévé subjektu.
Prijemci platby bude zaslan proforma vypis, ktery
obsahuje dokoncené navstévy subjektu a
souvisejici platby za dané obdobi. Pfijemce
vystavi svou fakturu tak, aby odpovidala vypisu.
Faktury budou splatné do 30 dni od data
obdrzeni faktury spolecnosti IQVIA, vcetné
jakékoli pfislusné zalozni dokumentace. Platby
budou vZdy snizeny o deset procent (10 %). Tato
snizend ¢astka bude predstavovat hodnotu
jakékoli/vSech €innosti souvisejicich s uzavienim
databaze, vcéetné vSech stranek CRF, vsSech
vydanych objasnéni (daja, pfijeti a schvaleni
jakychkoli zbyvajicich regulaénich dokumentd,
jak pozaduje IQVIA a/nebo zadavatel, vraceni
veskerého nepouzitého spotfebniho materidlu
spolecnosti IQVIA a po splnéni vSech dalSich
platnych podminek stanovenych ve Smlouvé.

Where a VAT invoice is required, payment will
only be made once IQVIA has received the
valid VAT invoice.

Pokud je vyzadovéana faktura s DPH, platba bude
provedena az poté, co spole¢nost IQVIA obdrzi
fakturu platna faktura s DPH.

In case that the Institution is a payer of VAT,
appropriate rate of VAT according to a
mandatory statute, will be included to the above
mentioned invoice amounts.

V pfipadé, Ze je Poskytovatel platcem DPH, bude
k vySe uvedenym fakturovanym ¢&astkam
pfipo¢tena nalezita sazba DPH podle zavaznych
predpisa.

All government taxes are the sole responsibility
of the Payee.

VSechny statni dané jsou vyluénou odpovédnosti
PFijemce plateb.

Major, disqualifying Protocol violations are not
payable under this Agreement.

Zasadni, diskvalifikujici poruseni protokolu nelze
podle této smlouvy proplatit.

Any expense or cost incurred by Site in
performing this Agreement that is not specifically
designated as reimbursable by IQVIA or Sponsor
under the Agreement (including this Budget and
Payment Schedule) is Site’s sole responsibility.

Jakékoli vydaje nebo néklady vzniklé webu pfi
plnéni této smlouvy, které nejsou vyslovné
oznaceny jako uhrazené spole¢nosti IQVIA nebo
zadavatelem podle smlouvy (v€etné tohoto
rozpoCtu a planu plateb), jsou vyhradni
odpovédnosti webu.

2) ADVANCED PAYMENTS:

2) PLATBY PREDEM:

STUDY START-UP FEE

POPLATEK ZA ZAHAJENI STUDIE

A one-time, non-refundable payment will be paid
in the amount of ||l to cover Study start-

Bude uhrazena jednorazova nevratna platba ve
vySi [ na pokryti &innosti spojenych se
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up activities upon completion and receipt by
IQVIA of all contractual and regulatory
documentation and receipt of invoice.

zahajenim studie po obdrzeni faktury po podpisu
Smlouvy.

AMENDMENT FEE

One-time fee of | for conclusion of an
amendment will be paid to Institution on the basis
of an invoice issued after execution of such
amendment.

POPLATEK ZA UZAVRENi DODATKU
Jednordzovy nevratny poplatek za uzavreni
dodatku ve vysi bude Poskytovateli
uhrazen po zaslani faktury. Faktura bude
vystavena po podpisu dodatku.

AGREEMENT NEGOTIATION FEE

A one-time, non-refundable payment for
agreement negotiation of |G wil be
made after receiving the invoice following
signature of the Agreement.

POPLATEK ZA PROJEDNANI SMLOUVY

Jednorazovy nevratny poplatek za projednani
smlouvy ve vysi bude uhrazen po
obdrzeni faktury po podpisu Smlouvy.

PHARMACY SET-UP FEE
A one-time, non-refundable Pharmacy Set-Up

Fee payment of | il be made after
signing the Agreement.

INICIALNi POPLATEK LEKARNY

Po podpisu smlouvy bude vystavena faktura na
jednorazovy nevratny poplatek za pfipravu
lékarny ve vySi

PHARMACY MONTHLY FEE

The monthly fee of | I will be paid for
storage of the Investigational Product by the

Institution’s pharmacy.

MESICNi POPLATEK LEKARNE

Mésiéni poplatek ve vysi [ llbude placen
za skladovani Hodnoceného Iéciva |ékarnou
Poskytovatele.

FEE FOR DISPENSING THE PRODUCT

A fee of [ wi!l be paid for each individual
dispensing of the Investigational Product to the
Site by the pharmacy.

POPLATEK ZA VYDEJ HODNOCENEHO LECIVA

Za kazdy jednotlivy vydej Hodnoceného Iéciva
Mistu provadéni klinického hodnoceni Iékarnou
bude hrazen poplatek ve vysi [ Gz

RADIOLOGY SET-UP FEE
A one-time, non-refundable Radiology Set-Up

Fee payment of | I il be made after
signing the Agreement.

INICIALNi POPLATEK PRO RADIOLOGII

Po podpisu smlouvy bude vystavena faktura na
jednorazovy nevratny poplatek pro radiologii ve
vySi

RECORD STORAGE FEE / ARCHIVING FEE (25

POPLATEK ZA UCHOVAVANI / ARCHIVACI ZAZNAMU

YEARS)

The Sponsor undertakes to pay afee of
ﬁfor archiving of study documentation
payable after signing the Agreement.

(25 LET)

Zadavatel se zavazuje uhradit castku ve vysi
za archivaci studijnich dokumentu se

splatnosti po podpisu smlouvy.

Close-Out Fee Pharmacy
A one-time, non-refundable Pharmacy Close-out
payment will be made upon receipt of invoice at

a cost of | at end of Study.

PopPLATEK zA UKONCENI STUDIE — LEKARNA

Na konci Klinického hodnoceni bude uhrazen na
z&kladé prijeti faktury jednorazovy nevratny
ukoncéovaci poplatek ve vysi

3) SCREENING FAILURE PAYMENTS:

3) PLATBA ZA NEUSPESNY SCREENING:

Reimbursement for screen failures will be at ||

per screen failure. All screen failures
will be paid. To be eligible for reimbursement of
screening visit, visit must be logged as a
screening failure in IXRS and screening labs
performed must be confirmed by lab report. In
addition, site must provide to IQVIA any
additional information, which may be requested
by IQVIA to appropriately document the subject

Nahrada za netspésny screening bude ve vysi i

za neuspésSny screening. VSechny
neuspésné screeningy budou vyplacena. Abyste
méli narok na proplaceni screeningové navstévy,
musi byt navstéva zaprotokolovana jako
neuspésdny screening v IXxRS a provedené
screeningové laboratofe musi byt potvrzeny
zpravou z laboratofe. Kromé toho musi misto
poskytnout spole€nosti IQVIA jakékoli dalSi
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screening procedures. No eCRFs will be

collected for screen failure visits.

informace, které si muze spole¢nost IQVIA
vyzadat, aby fadné zdokumentovala postupy pfi
screeningu subjektu. Za navstévy s nelispésSnym
screeningem nebudou shromazdovany zadné
eCRF.

4) DISCONTINUED OR EARLY TERMINATION
PAYMENTS:

4) UKONCENE NEBO PREDCASNE

UKONCENI PLATBY:

Reimbursement for discontinued or early
termination subjects will be prorated based on
the number of confirmed completed visits.

Odmény za vyfazené nebo prfed¢asné odstupuijici
subjekty hodnoceni budou hrazeny proporéné
podle poctu potvrzenych dokonéenych navstév.

5) UNSCHEDULED VISITS:

5) NEPLANOVANE NAVSTEVY:

Payment for unscheduled visits will be
reimbursed in the amount of [which
includes overhead], as denoted in the Budget
Table. To be eligible for reimbursement for
unscheduled visits, supporting data entry must
be completed and submitted to IQVIA, along with
any additional information which may be
requested by IQVIA, to appropriately document
the unscheduled visit.

Platba za nepldnované navstévy bude
proplacena ve vysi [coz zahrnuje reZii],
jak je uvedeno v tabulce rozpoctu. Abyste méli
narok na proplaceni nepldnovanych navstév,
musi byt vyplnény podplrné Gdaje a predlozeny
spole¢nosti IQVIA spolu s jakymikoli dal§imi
informacemi, které mulze spoleénost IQVIA
pozadovat, aby byla neplanovana navstéva
nalezité zdokumentovana.

Entering the Study in Safety Follow-Up***, Week
96 Visit* - Treatment Cont. (1), Week 120 Visit* -
Treatment Cont. (1), Week 96 Visit* - Treatment
Cont. (2) and Week 120 Visit* - Treatment Cont.

(2)):

6) CONDITIONAL VISITS 6) PODMINENE NAVSTEVY
(Treatment  Discontinuation Visit**, Safety | (Navstéva pfi ukonceni lécby**, bezpecnostni
Follow-Up Visit Week 24 for Participants | ndsledna navstéva 24. tyden pro Ucastniky

vstupujici do studie v bezpecnostni nasledné
kontrole***, navstéva v tydnu 96* - pokracovani
[é¢by. (1), Navstéva v tydnu 120* - pokracovani
[écby (1), Navstéva v tydnu 96* - pokracovani
lécby (2) a Navstéva v tydnu 120" - pokracovani
&by (2)):

Payment for Treatment Discontinuation Visit**,
Safety Follow-Up Visit Week 24 for Participants
Entering the Study in Safety Follow-Up*** (which
will be performed and paid if not already
performed and paid in the Parent study), Week
96 Visit* - Treatment Cont. (1) (applicable for
subjects who enroll in the Study in 2023), Week
120 Visit* - Treatment Cont. (1) (applicable for
subjects who enroll in the Study after September
2022), Week 96 Visit* - Treatment Cont. (2)
(applicable for subjects who enroll in the Study in
2023) and Week 120 Visit* - Treatment Cont. (2)
(applicable for subjects who enroll in the Study
after September 2022), will be in the amount
indicated in the attached budget. To be eligible
for reimbursement of such visits, supporting data
entry must be completed and submitted to IQVIA
and any additional information which may be
requested by IQVIA to appropriately document
the subject visit.

Platba za navS8tévu pfi ukonceni Ilécby™,
bezpecnostni naslednd navstéva 24. tyden pro
UCastniky  vstupujici do studie v ramci
bezpecnostni nasledné kontroly*** (ktera bude
provedena a zaplacena, pokud jiz nebyla
provedena a zaplacena v rodiCovské studii),
navstéva v tydnu 96 * — pokracovani lécby (1)
(plati pro subjekty, které se zapisi do studie v roce
2023), navstéva v tydnu &. 120* — pokracovani
lé¢by. (1) (plati pro subjekty, které se zapisi do
studie po zafi 2022), navstéva v tydnu 96* —
pokracovani IéCby. (2) (plati pro subjekty, které se
zapisi do Studia v roce 2023) a navstéva v tydnu
120" — pokracovani lécby. (2) (plati pro subjekty,
které se zapiSi do Studie po zafi 2022), bude ve
vySi uvedené v pfilozeném rozpoctu. Abyste méli
narok na proplaceni takovych navstév, musi byt
vyplnény a predlozeny IQVIA podplrné udaje a
veSkeré dalsi informace, které si IQVIA mize
vyzadat pro nalezité zdokumentovani navstévy
subjektu.

7) INVOICES

7) FAKTURY
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Payments will be issued by IQVIA based on Visit
Budget, payment frequency and payment terms
as described above. Payments will be made only
upon receipt of corresponding invoices, including
back-up documentation, in the specified
currency, as described below. Invoices will be
payable within 30 days from the date of receipt
by IQVIA of the invoice, including any applicable
back-up documentation.

Platby provede IQVIA na zéakladé rozpoctu
navstévy, cetnosti plateb a platebnich podminek,
jak je popsano vyse. Platby budou provedeny
pouze po obdrzeni odpovidajicich faktur, véetné
zalozni dokumentace, ve stanovené méné, jak je
popsano nize. Faktury budou splatné do 30 dnd
od data obdrzeni faktury spolecnosti IQVIA,
véetné jakékoli pFisludné zalozni dokumentace.

Invoices for any additional payments to those
stated in this agreement (i.e., additional
reimbursements) must also be sent to IQVIA and
approved by sponsor. All invoices shall be raised
in the following manner:

Faktury za jakékoli dodate¢né platby k platbam
uvedenym v této smlouvé (ij. dodate¢né Uhrady)
musi byt rovnéz zaslany spolecnosti IQVIA a
schvaleny zadavatelem. V8echny faktury budou
vystaveny nasledujicim zplsobem:

Invoices to be billed to:

Faktury budou Uétovany:

IQVIA RDS Czech Republic, s.r.0.,

IQVIA RDS Czech Republic, s.r.0.,

Pernerova 691/41, 186 00

Pernerova 691/41, 186 00

Praha 8 - Karlin,

Praha 8 - Karlin,

Czech Republic

Ceska republika

Invoices to be sent to:

Faktury budou zasilany na adresu:

Email original invoices including back up
to:
Emailed invoices and backup are preferred. In

Originaly faktur véetné zalohy zasilejte na adresu:

Preferujeme e-mailové faktury a zalohovani. V

the event of invoices in hard copy need to be

prfipadé, Ze je treba zaslat faktury v tiSténé

sent, please send to the following address:

podobé, zaslete je prosim na nasledujici adresu:

Att Clinical Trial Payments

Att Clinical Trial Payments

IQVIA , 5th floor.

IQVIA , 5th floor.

210 Pentonville Rd, King Cross

210 Pentonville Rd, King Cross

London N1 9JY

London N1 9JY

United Kingdom

United Kingdom

The following information should be included on
the invoice:

Na faktufe by mély byt uvedeny nasledujici udaje:

site/institution letterhead

0 Complete  INVESTIGATOR name, | 0 Vyplrte jméno, adresu a telefonni Cislo
address and phone number ZKOUSEJICIHO

0 Invoice Date 0 Datum faktury

0 Invoice Number 0 Cislo faktury

0 Payee Name (must match Payee |0 Jméno pfijemce platby (musi se
indicated in CTA) shodovat s pfijemcem uvedenym v CTA)

0 Payment Amount 0 Céstka k uhradé

0 Complete description of services | o Kompletni popis poskytovanych sluzeb
rendered

0 Study Number: HAB28083 0 Cislo studie: HAB28083

0 Sponsor Name: F. Hoffmann-La Roche | o Jméno zadavatele: F. Hoffmann-La
Ltd Roche Ltd

0 Invoices should be printed on|o Faktury by mély byt wvytiStény na

hlavickovém papife pracoviSté/instituce

All invoice and payment related inquiries shall be
addressed directly to IQVIA Clinical Trial
Payments at

Veskeré dotazy tykajici se faktur a plateb budou
adresovany pfimo spole¢nosti IQVIA Clinical Trial
Payments na adrese
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Invoices and any accompanying documentation
must not include any personally identifying
information of any Subject, including but not
limited to Subject first or last name, initials, date
of birth, address, telephone, passport nhumber,
email address, or credit card information. If
invoices or any accompanying documentation do
contain this information IQVIA will notify
Payee. Payee will need to resubmit a redacted
invoice and accompanying documentation that
does not include any personally identifying
information of any Subject.

Faktury a jakakoli doprovodna dokumentace
nesmi obsahovat zadné osobni identifikacni
Udaje Zadného Subjektu, vcetné, ale bez
omezeni, jména nebo pfijmeni Subjektu, inicial,
data narozeni, adresy, telefonu, cisla pasu, e-
mailové adresy nebo informaci o kreditni
karté. Pokud faktury nebo jakakoli doprovodna
dokumentace tyto informace obsahuiji, spolecnost
IQVIA o tom pfijemce platby informuje. Pfijemce
platby bude muset znovu odeslat upravenou
fakturu a doprovodnou dokumentaci, ktera
nebude obsahovat zadné osobni identifikacni
Udaje zadného subjektu.

INVOICED ITEMS (WITH INVOICE)

FAKTUROVANE POLOZKY (S FAKTUROU)

Payment for Conditional and Unscheduled Visits
procedures costs will be reimbursed on a pass-
through basis upon receipt of invoice and upon
completion of work that is conducted in
accordance with the Protocol, based on the
amounts indicated in the table below (which
includes overhead). Subject number and
procedure dates must be included on the invoice
for payment to be issued.

Naklady na platby za vykony na podminénych a
neplanovanych navstévach budou uhrazeny na
zakladé prevodu po obdrzeni faktury a po
dokonéeni prace, ktera je provedena v souladu s
protokolem na zakladé ¢&astek uvedenych v
tabulce nize (kterd zahrnuje rezii). Na vystavené
faktufe musi byt uvedeno cislo subjektu a data
vykonu.
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VYKON

PROCEDURE

Brain MRI without Contrast

MRI mozku bez kontrastu

Contrast material if used for Brain MRI
(Only if clinically indicated. While the
annual MRI scans in this study will not
require contrast these may be performed
at the investigator’s discretion if deemed
required due to the clinical situation
(e.g., MS relapse).

Kontrastni materidl, pokud je pouZit pro
MRI mozku (Pouze pokud je to klinicky
indikovano. I kdyZ kaZdoro¢ni
skenovani magnetickou rezonanci v této
studii nebude vyZzadovat kontrastni
médium, miZe byt pouzit, podle uvaZeni
zkousejiciho, pokud je to povazovano za
nutné vzhledem ke klinické situaci (napf.
relaps RS).

EDSS (If needed to be performed during
Unscheduled Visit)

EDSS ( Pokud je to nutné provést béhem
nepldnované ndvstévy)

9-HPT (Both the dominant and non-
dominant hands are tested twice. If
needed to be performed during
Unscheduled Visit)

9-HPT (dominantni i nedominantni ruce
jsou testovany dvakrat. Pokud je to nutné
provést béhem nepldnované navstévy)

T25-FWT (If needed to be performed
during Unscheduled Visit)

T25-FWT ( Pokud je to nutné provést
behem neplanované navstevy)

Urine Pregnancy Test

Té&hotensky test z moce

Central Laboratory: Blood Draw and
Sample  Collection of Specimens
(Includes if needed to be performed
during Unscheduled Visit and in case of
reaction to Ocrelizumab administration)

Centralni laboratot: Odbér krve a odbér
vzorkli (zahrnuje v piipadé potieby
provedeni béhem nepldnované navstévy

Jednotkova cena
rezijnich nakladii)
(K&)

Unit Cost (including OH)
(CZK)
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a v piipad¢ reakce na podini
ocrelizumabu)

Central Laboratory: Lab Handling and
Shipping (Includes if needed to be
performed during Unscheduled Visit and
in case of reaction to Ocrelizumab
administration)

Centralni laboratoi: Laboratorni
manipulace a doprava (zahrnuje, pokud
je to nutné provést béhem neplanované
navstévy a v pfipadé reakce na podani
ocrelizumabu)

Administration of IV  Ocrelizumab,
additional hours (If Ocrelizumab is
administered over 3.5 hours)

Podéani Ocrelizumabu i.v., dalsi hodiny
(Pokud je Ocrelizumab podavan déle neZ
3.5 hodiny)

Vital Signs (additional to vitals at
examination) (Additional vital signs if
Ocrelizumab is administered over 3.5
hours)

Vitadlni funkce (dodate¢né k Zivotnim
funkcim pfi vySetfeni) (Dalsi vitdlni
funkce, pokud je Ocrelizumab poddvan
déle nez 3,5 hodiny)

Neurological examination, complete (If
needed to be performed during
Unscheduled Visit)

Neurologické  vySetfeni, kompletni
(pokud je nutné provést bchem
nepldnované navstévy)

Oral Pretreatment, Preparation and
Dispensing (If clinically indicated)

PredbéZzna perordlni 1éCba, piiprava a
vydej (pokud je to klinicky indikovdno)

Phone Call (If needed for subjects lost to
follow-up)

Telefonni hovor (je-li to nutné pro
subjekty ztracené pfi sledovani)

Hematology (If performed at local
laboratory on Weeks 24, 72 and 120)

Hematologie (pokud se provadi v mistni
laboratofi 24., 72. a 120. tyden)

Serum Chemistry (If performed at local
laboratory on Weeks 24, 72 and 120)

Chemie séra (pokud se provadi v mistni
laboratofti v tydnech €. 24, 72 a 120)
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Phosphate (If performed at local
laboratory on Weeks 24, 72 and 120)

Fosfat (pokud se provadi v mistn{
laboratofi v tydnech &. 24, 72 a 120)
Direct Bilirubin (If performed at local
laboratory on Weeks 24, 72 and 120)

Pifimy bilirubin (pokud se provadi v
mistni laboratofi v tydnech ¢. 24, 72 a
120)

Uric Acid (If performed at local
laboratory on Weeks 24, 72 and 120)

Kyselina moc¢ova (pokud se provadi v
mistni laboratofi ve ¢. 24., 72. a 120.
tydnu)

Lactate Dehydrogenase (LDH) (If
performed at local laboratory on Weeks
24, 72 and 120)

Laktatdehydrogendza (LDH) (pokud se
provadi v mistn{ laboratofi v tydnech €.
24,72 a 120)

Lipid Panel: Includes cholesterol, LDL
cholesterol, HDL cholesterol, and
triglycerides (If performed at local
laboratory on Weeks 24, 72 and 120)

Lipidovy panel Zahrnuje cholesterol,
LDL cholesterol, HDL cholesterol a
triglyceridy (pokud se provadi v mistni
laboratofi v tydnech €. 24, 72 a 120)
Serum Pregnancy Test (If needed to
perform at local laboratory to confirm
positive urine pregnancy tests)

Sérovy téhotensky test (pokud je potieba
provést v mistni laboratofi k potvrzeni
pozitivnich téhotenskych testi z mo¢i)
FSH level (If needed to perform at local
laboratory)

Hladina FSH (pokud je potfeba provést
v mistni laboratoii)

Hepatitis B: HBsAg (If needed to
perform at local laboratory)

Zloutenka typu B: HBsAg (v piipadé
potteby provést v mistni laboratofi)
Hepatitis B: HBsAb (If needed to
perform at local laboratory)

Zloutenka typu B: HBsAb (v pifpadé
potieby provést v mistni laboratofi)
Hepatitis B: HBcAb (If needed to
perform at local laboratory)
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Zloutenka typu B: HBcAb (v piipadé
potieby provést v mistni laboratofi)
Hepatitis B virus DNA (HBV-DNA) (If
clinically indicated, every 24 weeks
during the extension treatment)

DNA viru hepatitidy B (HBV-DNA)
(Pokud je to klinicky indikovéno,
kazdych 24 tydnti béhem prodlouzené
1écby)

Gammaglobulin; total Ig, IgA, IgG, IgM
each (If needed to perform at local
laboratory)

gamaglobulin; celkové Ig, IgA, IgG,
IgM kazdy (v piipadé potieby provést v
mistni laboratofi)

Urinalysis (If needed to perform at local
laboratory)

Analyza moci (pokud je potfeba provést
v mistni laboratofi)
Re-consent

Opétovny souhlas

Overnight facility fee (If clinically
indicated  for observation on
Ocrelizumab administration days)

Poplatek za pfenocovani (pokud je
klinicky indikovdno k pozorovini ve
dnech poddvéni ocrelizumabu)
Optional RBR sample consent

Volitelny souhlas se vzorem RBR
Treatment Disc. Visit (Paid based on
eCRF completed)

Névstéva pti ukoncenfi 1écby (hrazeno na
zéklad€ vyplnéného eCRFu)

SFU Visit Week 24 (Paid based on eCRF
completed. To be performed if not
already performed in the Parent study.)

Bezpecnostni ndslednd ndvstéva 24.
tyden (hrazeno na zdklad¢ vyplnéného
eCRFu, bude provedeno v piipadé, Ze
nebylo provedenio v zdkladni studii)
Week 96 Visit - Treatment Cont. (Paid
based on eCRF completed. Applicable
for subjects who enroll in the Study in
2023. Schedule of assessments if Week 0
occurs 48 weeks after the last assessment
in the Parent study.)
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Navstéva v tydnu 96 - pokracovani 1é€by
(hrazeno na zédkladé vyplnéného eCRFu.
Plati pro pacienty, kteti budou do studie
zafazeni v roce 2023. Harmonogram
ukont, pokud tyden ¢. O nastane 48
tydnit po poslednim vySetfeni v
zakladnim klinickém hodnoceni)

Week 120 Visit - Treatment Cont. (Paid
based on eCRF completed. Applicable
for subjects who enroll in the Study after
September  2022. Schedule of
assessments if Week 0 occurs 48 weeks
after the last assessment in the Parent
study.)

Navstéva v tydnu 120 - pokracovani
1é¢by (hrazeno na zdkladé vyplnéného
eCRFu. Plati pro pacienty, ktefi budou
do studie zafezeni po zafl 2022.
Harmonogram ukont, pokud tyden ¢. 0
nastane 48 tydnt po poslednim vySetieni
v zakladnim klinickém hodnoceni)

Week 96 Visit - Treatment Cont. (Paid
based on eCRF completed. Applicable
for subjects who enroll in the Study in
2023. Schedule of assessments if Week 0
occurs 24 weeks after the last assessment
in the Parent study.)

Navstéva v tydnu 96 - pokracovani 1é¢by
(hrazeno na zdkladé vyplnéného eCRFu.
Plati pro pacienty, ktefi budou do studie
zafazeni v roce 2023. Harmonogram
ukont, pokud tyden €. O nastane 24
tydnd po poslednim vySetfeni v
zéakladnim klinickém hodnocenti)

Week 120 Visit - Treatment Cont. (Paid
based on eCRF completed. Applicable
for subjects who enroll in the Study after
September — 2022. Schedule of
assessments if Week O occurs 24 weeks
after the last assessment in the Parent
study.)

Navstéva v tydnu 120 - pokracovéini
1é€by (hrazeno na zdklad€ vyplnéného
eCRFu. Plati pro pacienty, kteti budou
do studie zafezeni po zafi 2022.
Harmonogram ukont, pokud tyden ¢. 0
nastane 24 tydni po poslednim vySetfeni
v zakladnim klinickém hodnoceni)

Reimbursement of Premedication, up to

Proplaceni ndkladli za premedikaci, do
vyse
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actual purchase price of the
Product. The pharmacy's margin
will be added to the price of the
Product  according to  the
degressive margin set by the state.

Skute¢na fakturovana
cena za dodavky Iéku
methylprednisolone a

diphenhydramine  (nebo  jeho
ekvivalent) se bude odvijet od
skute¢né ndkupni ceny Ptipravku.
K cené Ptipravku bude ptipocitdna
marze  lékdarny dle  stitem
stanoveném rozmez{ degresivni
marze. Naklady na ndkup budou
hrazeny pribézné, ve lhatich dle

pozadavkl Nemocni¢ni 1ékarny

*If the quantity included above is surpassed,
additional procedures should have prior written
approval before an invoice is submitted.

Note: The above conditional procedure costs will be
reimbursed on a pass-through basis upon receipt of an
original invoice. All invoices must contain the Subject
number/unique identifier, visit number, and visit date
for payment to be issued. If necessary, IQVIA or
Sponsor will request supporting documentation for
verification, which must be provided by the Site in
order to be paid.

° EC FEES

EC costs will be paid upon receipt of an invoice issued
by the EC, and are not included in the attached Budget.
Payment will be made directly to the EC. Any
subsequent re-submissions or renewals, upon approval
by IQVIA and Sponsor, will be paid upon receipt of
appropriate documentation.

(] PATIENT TRAVEL EXPENSES

Patient Travel Expenses will be reimbursed upon
receipt of invoices in the amount of [l per visit
per patient per round trip for reasonable travel
expenses incurred by Patients who travel in connection
with their participation in the Study. Such patient
travel expenses are not included in the attached
Budget. Invoices must include  supporting
documentation and contain the subject number,
amount paid, and visit number and visit date in which
subject travel is being requested.

Compensation for pregnant partner of study
subject
One-time payment in the amount of [ will be
paid to pregnant partner of study subject for providing
information about her pregnancy. Invoices must
Roche/GNE - Czech Republic — CTA — Tripartite, Version May 2019
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*Pokud je vySe uvedené mnozstvi ptekroceno, dalsi
postupy by mély byt ptredem pisemné schvileny pied
predloZenim faktury.

Poznamka: Vyse uvedené podminéné naklady na
postup budou uhrazeny na zdklad¢ pievodu po
obdrZeni origindlni faktury. Aby mohla byt platba
vystavena, musi vSechny faktury obsahovat ¢islo
pfedmétu/jedinecny identifikdtor, ¢&islo navstévy a
datum navstévy. V piipadé potieby si vyzada
spolecnost IQVIA nebo zadavatel podpirnou
dokumentaci pro ovéfeni, kterou musi strdnka
poskytnout, aby mohla byt zaplacena.

L] PoOPLATKY EK

Néklady EK budou uhrazeny po obdrZeni faktury
vystavené EK a nejsou zahrnuty v pfiloZeném
rozpoCtu. Platba bude hrazena piimo EK. Jakékoli
nasledné opétovné predloZzeni nebo obnoveni, po
schvéleni spolec¢nosti IQVIA a zadavatelem, bude
zaplaceno po obdrZeni piislusné dokumentace.

. CESTOVNi NAKLADY PACIENTA

Cestovni ndklady pacienta budou uhrazeny po
obdrzeni faktur ve vy5i [l za navitévu na pacienta
a zpatecni cestu za pfiméfené cestovni vydaje vzniklé
pacientiim, ktefi cestuji v souvislosti s jejich Gcasti ve
studii. Takové cestovni ndklady pacienta nejsou
zahrnuty v pfiloZeném rozpoc¢tu. Faktury musi
obsahovat podptrnou dokumentaci a obsahovat ¢islo
subjektu, zaplacenou Castku a Cislo navstévy a datum
navstévy, ve které je pozadovana cesta subjektu.

Kompenzace pro téhotnou partnerku subjektu
hodnoceni

Té&hotné partnerce subjektu  hodnoceni bude
poskytnuta jednordzovd kompenzace za poskytovani
informaci o t&hotenstvi ve vy3i [l Faktury musi
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include supporting documentation and contain the
subject number

NO OTHER ADDITIONAL
REQUESTS WILL BE CONSIDERED
All amounts include all applicable taxes and excludes
VAT

All payments for this Study in accordance with the
attached budget will be paid by IQVIA electronically.

FUNDING

The Budget is as follows:

obsahovat podptrnou dokumentaci a obsahovat ¢islo
subjektu.

ZADNE DALSI FINANCNI POZADAVKY
NEBUDOU BRANY V POTAZ

Vsechny castky zahrnuji vSechny piislusné dané a
nezahrnuji DPH

Veskeré platby za tuto studii v souladu s priloZzenym
rozpoCtem budou spolecnosti IQVIA hrazeny
elektronicky.

Rozpocet je nésledujici:

Treatment Cont 1

Pokracovani 1écby 1

Payment (CZK)

Enrollment Period

Obdobi zatazovani

Week 0 0. tyden

Week 12 - Phone Call 12. tyden - Telefonat
Week 24 24. tyden

Week 36 - Phone Call 36. tyden - Telefonat
Week 48 48. tyden

Week 60 - Phone Call 60. tyden - Telefonat
Week 72 72. tyden

Week 84 - Phone Call 84. tyden - Telefonat

Week 108 - Phone Call

108. tyden - Telefondt

SFU Visit - Week 24

Névstéva SFU — tyden 24

SFU Visit - Week 48

Navstéva SFU — tyden 48

Total

Celkova hodnota

Treatment Cont 2

Pokracovani 1écby 2

Payment (CZK)
Pl K¢

Enrollment Period

Obdobi zarazovani

Week 0 0. tyden

Week 12 - Phone Call 12. tyden - Telefont
Week 24 24. tyden

Week 36 - Phone Call 36. tyden - Telefonat
Week 48 48. tyden

Week 60 - Phone Call 60. tyden - Telefonat
Week 72 72. tyden

Week 84 - Phone Call 84. tyden - Telefonat

Week 108 - Phone Call

108. tyden - Telefondt

SFU Visit - Week 24

Névstéva SFU — tyden 24

SFU Visit - Week 48

Névstéva SFU — tyden 48

Total

Celkova hodnota

Safety Follow-up

Nasledna kontrola bezpeénosti

Payment (CZK)
Platby (K¢)

Enrollment Period

Obdobi zafazovani

SFU Visit - Week 48

Navstéva SFU — tyden 48
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